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vmmteK, *mwn, ^-*-mte*<Dmm.^W)*mMb vit, mm 

<5 o 

o&5 0 t£oT. j6**»5 3j? Wi^y *<0fl?^te$#L#33&s|a©&v>* 
UttSBttJJ ^JHH^m (Phospholipidosis ; £XT. TPLsisJ ^B&ffi-T 

ttifciCpffi*, ^vVTms tfL-k'&mmm, vzmm *L&m& 
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if<z>#< (omfflh U< Wc*©^W*k: io-C5l#je^. £*l5„ PLsis t? 

^*VNL.W:«R^<Z5$3iy ^##3t4Si (lamellar body) 

y-j»mm (^ y ^mn^-mmm (*** y ^-^)) <^^teim$> 2 ) 
PLsis %M&-rz>ik&m<D&< ^^p%Kmyk^m^tmanm, 

fc^TKtt^R^i: §r#-fr^O (cationic araphiphilic drug; CAD) fflfiSS: 

5 CAD ^5tSrWbTV^5#^^S#< , PLsis 0) |§ 51 ^ g 31 n B n 

W3S©*&»f ^ — ^jJSHJiP LTV>5 0 t^o-C, $J^<Z)&V> PLsis $f 

mi^L, ***y^°~i£?&tmW&m^£Lfcl¥ffi;£«fc 

(Matsuzawa,' Y. *5 <fc Host'etler, K. Y. > J. Biol. Chem. (^Sh 1 
9 8 0¥> |2 5 5t (|2t)> pp. 6 4 6 - 6 5 2) ^ 

v<i±mmv ^^«m*5rt5 y vjiiifc^^&stft&^&^T^m-t- 

(Gum, R.J. £> N Biochem. Pharmacol. (^S) N 2 0 0 1 ^ , f6 
2 p p . 1661 — 1673*5^1^ Xia, Z. 6> „ Biochem. Pharmacol. 

1 9 9 7^.1531, pp. 1521-15 32) m&mm 
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b £ ZX^m^^WCfiUO tnRNA O^i^^l^lu^^^ P y^tS^'f 
(transcriptomics)j . £<&^<£>«* O^PPt?^ h KlflJJS £ tit 

(toxicogenomics) t W fcEfr 3 $f fc WSS^if t Lti#$*ltV^ 
(Aardema, M. J. *3 £ tl* MacGregor, J. T. h > Mutat. Res. (WIBK 2 0 
0 2^ 04 9 91, pp. 1 3 - 2 5) 0 M&^MtK J2> 1 ftl>U$C<@ 

io ^<£> J; 5 tc:#mo5t^^2v>{j:g|jgL^o^: — #8)jfcagtta3# 5 to 

110 2/1 0 4 5 3-^-^^^ h*3 J:t*SB£4fcM#0 2/0 9 5 0 
15 0 0f/^7i^?/hlci1:, BB:fcftfce^?£a*&»&£*b5 2 fcv>L 1 0 

20 

#3§0j§og#m, PLsis o^^^tHUbTism^^iiii-ajte^F, -r 
PLsis T-tf-jt^srpjeu mmm^-vm^Lmm&mmt l 
^/n^t hJfe PLsis mis^^^^-t^o'f'Ssi^ssrii^fi-s - 

25 iffcS, 
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#3£i3J?# bte, t<< V n r W SrfflV^T, ©ftfcl PLsis 
^tib-f^©#< bfcat^-^SrPlSUfco -ttfc 

fete #3§i^#ibf^ pLsis ©ismsrrtbfe^— ate-^^-affiw* 

C 1 ] lE?>J#-5§- 1 , 3, 5,7, 9, 11. 13, 15, 17, 19, 
2 1 *5 2 3 tf^T ftdMC^ £ fr3££BB>W&^*f5»Bfc £ * h 

[2] y ism&&<o&&k tBH Lt?li^fftt5»^©^lii 
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[3] 4>fc< 't> 1 o^WljlWu'gB 1, 3 , 5. 7 , 9, 11, 

13, 15, 17, 19, 2 1 *3 £0*2 3 tf>V>-f tl^cl ^ £ *l 5 Ik S IB 

IB [2] iBifetf)^ h ; 

[4] m%W}MMf&&m,mk&®fcmm^K.m<D, ^m^^^is 

[5] ik&m<D y yiSiiigjKTyv't^©fi*fetfeoT, *b 

[6] < £ % 1 O^itfc-^te, BH?IJ#-5§- 1 , 3, 5, 7, 9, 1 

1, 13, 15, 17, 19, 2 1 *3 £T>* 2 3 tf^-f tifriZTF £ tl Z>1& 

IB [5] IBS^^fe ; 
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(2) mm.fcTn&Wt'n^^Wimk v ^mn^mm^'r^^^^tcD 
[8] t h i onmm^n, m?m^- i , 3. 5, 7. 9. i 

1, 13, 15, 17, 19, 2 1 3o «£ 2 3 <£> V^-ftl/^ $tt5^ 

ib c 7] mm<D^W: ; 

[1 O] jt^^^^m^¥^^Sl^^s -bIB [7] ^fcte [9] lEic 

[11] fc&m<DM&<D^mjjmx*fo^>x, 

« 

m 1 ra, PLsis mmik&®> (r rny^f y^, ay 
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- 9 9 4 4, ^n/V-^ys?:^ ^P^a^v^yjSitF^o^?^ 

© #56^:, #-^*> m%)& xumM^m^^-to 
m 2 PLsis mmik&m (y^^-^-±^>, << ^ ^ v N 

@3f±, PLsis mmt&%0 (^niffcTl', ^hat^-A', u ? 9 *? 

El 4 PLsis $¥mm<t^m (T-fe FT^y?!^ ^7!) * o^-f 
10 i^y ^ Ks ^ y * n^r-T 7 1/^7 ~ K*$ .fctf^n^ y 

0 5ii, PLsis wm&it&m (i/^^n^t^y, ^-^n^-y-^>-, 

15 IH6fi N -fb-^*>8SAD2 4I*M«© HepG2 JHfll&Kl^ftS PLsis — * — 

mfc*<D&m.<D¥i%mmm ^tt7 2^^i© He P G2 

20 ; - : ^^y flfcffimiVofefrklibbtiti:^ 

Wi 7 ®* 0>-ffe-£*4fe©^in 2 4 H#H0^<D HepG2 ft9 Jfe »C *3 ft 5 PLsis 

25 

ft w % mm-r * it & <d m & <o j&wi 
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#3§93te>pLsis (Dm^LbfaMvxmu&mwi-f smites (-r^^t>> 
pLsis ^-^-jt^^) (D^m.^^m^n^mm^^m-r^ PLsis mm 
# : r^*s^;\'=f>mmifrM*mm-rz>o - --e rpLsis^^^-^A'j 

mtite^Oo ^o-r, >r ^trtftt-^-e PLsis ^^tsMtfcot 
t>, PLsis mmvkx&zm&n PLsis uma^i' 

.^«J-e*>o-C t^tbift:^ PLsis BIIS14T?*)5»^tt PLsis p^^^ V 
10 J'tMittt'fcS, 

rpLsis (Dm^tfam isxmm.&mw>-rz> j ^ t*> nt ?ls& manias: « * 
ft Kite, PLsis x—mfc+k it tes y yy-Aii$r3- 
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^ttfcPLsis LT^S^dSitJD-rSJte^i: LT«, GenBank 7* — 

^^<~ ^rtl^tl NM_014960, NM_000859, AL518627, NM_002130, 

AA639705, BC005807, AF116616, NM_025225, U47674, D80010, NM_001731, 
AW134535, NM.004354, AF135266, AC007182, NM_003832, NM_019058, 
AB040875, AA488687, NM_018687, NM_021158, BG231932, NM_024307, 
NM_000235,AA873600,D63807,AF096304,AW150953,NM_001360,NM_021969, 
AC001305, NM_024090, NM_001443, NM_006214, NM_024108, NM_021980, 
NM_002151, AF003934 > NM_000596, U15979, M92934, NM_002087 > AK023348, 
NM_002773, NM_000131, BC003169, NM_002217, NM.003122, NM_001673, 
NM_000050 N NM_001085 > U08024,NM_003'l67.BC005161 > AF162690 > AW517464, 
AF116616, NM_017983, AL136653, NM_016061, BE966922, BE552428, 
NM_022823, NM_012445, NM_000792, NM_015930, NM_021800, NM_005980, 
NM_000565 *3 J; Xf- AB033025 <D I D £ £ T £ *L T V^ 5 i£S@B?!l & 

mft>fiZ> 0 —ft, PLsis kfaM br^SL^M^i-sat^^^ Ltli, 
GenBank 7* — ^frl^fl NM_006931, AL110298, NM_006931, 

NM_001955, NM_003897, NM_003186, AA778684, NM_001283, NM.012242, 
AI934469, NM_003186 *5 <fc NM_002450 (D I D =£: # £ tlT £ tl, T V^ 

L< fit, #3§0j3<£> PLsis — jgfc^i: LT, SB?iJ#-i§- 1,3, 
5, 7, 9, 11, 13, 15, 17, 19, 2 1 *5 «fc TJ* 2 3 £ fl 

Sa?'J## 1, 3, 5, 7, 9, 11, 13, 15, 17, 19, 2 1*5 
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1"5 0 W^MJyi?iyf^#j IB?iJ#-S§-l, 3, 5, 7, 

9. 11, 13, 15, 17, 19, 2 1 *5 2 3 fc^? * 

7 0%^Ji, Iff Kli|tl8 0%^±, J; b< f^^J 9 0%^_h, 

• #(^L< te#*J 9 5 %^_h^tS«14^^i-^^SBH^J^^i-S^^^ 
^a^U >^-f Xb#3lM£&V>l^ thP V J*Wk&&m 1 9 

-4 0 mM, #f f b < te^J 1 9 ~ 2 0 mM"?, 5 0 ~ 7 0°C, 

iftt< 6 o ~ 6 5°c, ti^ft b< tMi ? j^mm^m 1 9 
rnntotzm— roietj ia?tj#-§-2, 4, 6, s, 10, 1 

2, 1 4 , 1 6 , 1 8 , 2 0, 2 2 *5 «t TJ« 2 4 ^ ^ £ *L 3 T ^ J 

m km 7 o %£*_h, * u < i-tm 8 o %^_h, «t t> * b < 9 0 % 

J^Jt, #t»*L< t±m 9 5 %W_L, b < 9 8 %^_hOt@ 

Itt^ttST? /l^lfl^JSrWb, JLo±lB#B#l#-J§-2 fc: a* £ *t 3 .T 

^-t'|)5r £ &V^, *»H:ri|Rl^ ($1:0. 5 ~ 2 {£) ffcSi £ 
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ir ^ y igj £ (i^a>^b^^ft®^*3v^•rm^abfcT ^ y msri:5fcb, 

.0i*.HU 3§=#i£T^y^ (Phe, Trp, Tyr) , Blflfe^T ^ J W. (Ala, Leu, 
10 He, Val) % m&T $ / m (Gin, Asn) , J^g^T (Lys, Arg, His) , 

m&TKSW£ (Glu, Asp), tK^S^#-TST ^ / ^ (Ser, Thr) , 
(D/J^§V^7? (Gly, Ala, Ser, Thr, Met) ft if <£> C 

1^575 y «*#»f fettSo fcSMHT S ;Mfc£Z>W&te 

15 5) n ^ #^aa£:h,5o ^#^t 5 y 8f^©^Ms^iSMfc 

mtoXfo.*) , @>«r <D^:ifeiC|B^$^TV>S (M^«> Bowie h , Science, 
247: 1306-1310 (1990)&#Rg) o 

r ^ y »K'^J©tgNi4Srjfcfe*r5fc«)©r/i'=f y xa t ittt, M*. 

fi£, Karlin £> , Proc. Natl. Acad. Sci. USA, 90: 5873-5877 (1993) 
20 fc8B*fc0)TA'=r V C^T/V=f y X^fi NBLAST *3 <fctJ« XBLAST ^ 

9 ^> (version 2.0) fcft&fyxK £ tlT V> § (Altschul*b, Nucleic Acids 
Res., 25: 3389-3402 (1997))], Needleman h , J. Mol. Biol., 48.: 
444-453 (1970) ^|B4fe<DT7l'=r y [i7^^D XA|i GCG V 7 M) 

s7^y^- <A GAP y°n # y A, fcjffi3*3&* tlX 5 3 , Myers 3o J; "0* 
25 Miller, CABI0S, 4: 11-17 (1988) lCSB«fc<0 T/l> =? V X A [i7/^!JX 

cgc iH?ij77-ryy v hV7 h 7x7/^7^-^©- ifp -e *> s 
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ALIGN :/n & (version 2. 0) Sif fhX V^ 3 ] , Pearson h , Proc. 

Natl. Acad. Sci. USA, 85: 2444-2448 (1988) {clfBictf) T >V V ^ & 

T >Vzi U fi GCG V -7 Y x-T'* y^r — i?*£<D FASTA ~f n ^7^ti| 

«fc 9 0* U < tt\ 2, 4, 6, 8, 10, 12, 14, 16, 

is, 20, 2 2*s«j;tj*2 4 ^§n57 ^ y mmm t mwmizm— <D 

0%^_k, U< 8 0 %S*_L, J; 9 £f £ b< \%m 9 0 %^±op 

>o>;o>5tBPtt£^r-r<5S6fC£ Itli, l)IH^J#-^2, 4, 

6, 8, 10, 12, 14, 16, 18, 20, 2 2 tfcli2 4 

tisr^; ^ihm4»^ i ^fd^2fli^_h (0^ i<iii-3o mn&, 

<fc <9 U < f£ 1 ~ 1 O mUfe, ¥ffc%-%.V<iZWc (1~5) B) <DT 
$ /m&XtkVtcT ^ / ^iB^lJ, 2)IB^J#-^2, 4, 6, 8, 10, 1 
2, 14, 16, 18, 20, 2 2 £ 2 4 Id** £ *b 5 T ^ 7 ^SB^iJ 
t;i 1 £fcte 2<@^_h (Iff L<fil~30igS, i'DfftKttl- 
1 0<@mft, b < ( 1 ~ 5 ) f@) <DT 5: y g^tt^P LfeT 

^ / MSB^J, 3) @B?!!#-$§- 2, 4, 6, 8, 10, 12, 14, 16, 1 
8, 2 0 , 2 2 f itn 2 4 IC^SHST 5 J ttMB^JH: 1 ffcte 2 ^£A_L 

(0* l< « i ~3 o^©s, £ b< f* i ~ i ommms 

* L<te§fe (1 — 5) ®) OT ^ / SfcdSjf A£ ttfeT ^ / ^SB^IJ, 4) IB 
M#"^2, 4, 6, 8, 10, 1 2, 14, 16, 18, 20, 2 2 1 

2 4 K^k^ti^T^ swtmwtxo 1 */tw:2ffl«_h (gp* u< » 1 

~ 3 omUm. «£ «9 L< te 1 ~ 1 0^@^^, #^£t* b< fijgc ( 1 

— 5) ffi) <dt ^ y wsi©7 5: y &rew&%tiitT ^ y ^iB^u, £fc 
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ft5 0 

^©jfA, ^£fc^&^i&mte#t-l^£ft&v> 0 

«fc 9 A#6?Jfc:W\ @B?tJ#-S§- 1.3,5,7,9,11,13,15, 
5 17, 19, 2 1 *S,fcl* 2 3 K:^ § ft 5 #*fiSBB^ £ URBjKiIr! — 
SE^Sr*-*-**^*: It, #B2W#*K:**ft5*a6K3?IISr5(rr* 

7^, fc7v\ ir=¥, -f;*, ^A*? — , ^e-/w^ 

S> K -^7*, 77ff) tfcMt5t;uyn^ (ortholog) ft if US 
10 i~5 0 

b £35 PLsis — ^-5t'^^^±&SiB^J (-TftfriD, @B^iJ 
#-5§-l, 3, 5, 7, 9, 11, 13, 15, 17, 19, 2 lfeitJ 5 
2 3 fc^ftSJfiSE^I) teV^i* ft %<k£PT*&> 9 , GenBank 5* — ^ — 
*±*C, ^fl^fl NM_014960, U47674, NM_024307, D63807, NM_021969, 
15 NM_001443, NM_002151, NM_001085, AL136653, NM_022823, NM_006931 
3o <£ t£ NM_003186 <^^^#^- Srtt £ ftT<kPB £ ft T 0 

@B^J#-§-l ^^ftS^iE^P-t L< te^SCffj^-O&mia 
m&m-tZMifc* (£AT, TkiaalOOlj £ H&fBi- 3 ^ ^ § ) te, 

77?' — sy—KURi-ay yy-^ii, kiaaiooi sesc£ = — 

20 KbTV^o 

^J^r^-rSat^^ (^T, Tasahlj i: B&IBi- 5^3* 5 ) (i s i? 9 .5; 

9 77^^ (t7^ K»8fS) ^4C5N-7->;W^7^y^i/y 
25 7 5 Kt Fn 7 ^ (ifett-fe 7 5 ^-if ) lSrn-KLTV^5o 

E^##5 ^^^ft's^SiB^J^P-t b< f4S&K«J»i:|itl-<0*fi£Ba 
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^i&^ri-sfc^F (£ir, r mg c4i7ij kv&mi-z>m&&ibz>) 

5 ^iJ^r^i-Sit^^F (^T. Tissj tUCtSi^ibS) 3 

JflSr^-TSaHS^ (&IT> r n r0b2J kftll'tZ ts> =3^^ 
^ u — 7 a - fc Rn 3r^— if (CYP7A1) 0>3BmiW«ifcBafc> 5 

ffi^JSrW-r Sitter (KT> Tfabpij £ B&fE1-6^§£-tfs&5) tt, JIB « 

<Dm.fc^F<D&%L&m%><D PLsis # ^ is V V /V £ »C *H 18**" S 

20 sB^i^^r-r^Jte^ mr> rh P nj ^m&iB-r^^^^fcs) r±. smsi 

SE^I^-rSitfc^ r S erpina3J ^ i»|E*f 5 »^36S *> S ) * 

!)y (v^^-o-j ypr^r — if ^ ^ 1 t*^ — (^ix— ka, y 

25 3)Sr=i — KLTV^So 
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mm&m-rztitm* mr^ rde PP j ^i&ia-t-sm^^fcs) it, 
mmz^-tzAfc'?- (p;t, rfij22362j ^BS-iE-rs^^^fes) i-t. -7 

j-fvi*? fJZflll i:*^n^-^i|VNlfiI (FLJ22362) £r = 

mm%^-rz> ate^ (eat. r s i C 2a3j iB&iB-rs^-a-^fcs) ts, 

^y — 2, ^ 3) Sr=a— KUTV>5 0 

ia^jsr^-rsate^ (eat, rtaginj t mm, 

6 otDjt^^-t- ^ - K^5S6fll, — jRttte t> PLsis mm 
@E?IJ#-5§- 1 , 3, 5, 7, 9, 11, 13, 15, 1 7feit;i 9t 

PLsis m^Ltmrn vx'&&t>*m-M u, — s?n#t2 i*sj:r; 

^mm(D pisis mm^T>->^^^m\mnm (eat, T&&mv>&Mi 
kmw.-i~zm&&h%) PLsis #~ ate^o^s^sr.tft 
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7, 9. 11, 13, 15, 17, 19, 2 1 *5 iU?2 3 ©V^f Jl^t 

tt±BilBlftti!)5.»8KttDNAtfcotfcRNA-efcot't>j: < , 
fc5V^liDNA/RNA^^ 7t'fcottM\ 0* b< SDNA^I 

t>J:V^ -*^^#^ft, I*|DNA, -^iRNAtfcttDNA : 

X±^*m (0»J : c D N A , c RNAWi^) SfcfiXyf ty^^ : 
mRNA, cDNA<D#£0 IT ffi V> 5 ^ £ # T*£ 5 • t*«8*<0 

15 S£ tt««jSBft £ WHWic^W -f V XL#5 PS 9 Wfcftj»ri* < , 

20 tf, C 32 P], C 3 H], C 14 C] ifc^j&sffiVNfcttSo SUff^LTte, g?3£"C 



WO 2005/052154 



PCT/JP2004/017995 



17 

tt, ^nbtc^^ttSDN A»f>i-Srl«*SU#* fc©-e*>ixtf#^«IIS 

»4*< > i 5 i o om.m, 0* b< 5 ~ 

5 0IS©I$ U; 1 0 0 b p ~t'k b p ©D N A Sr Ji" *r # *B 

tSfcftCft, ^RT-P'CR*fcli!) T/^'f^RT-PCRlrffl 
l>5 r. £ LV^ II -a* RT-PCR Hi, B #J <£> D N A & ifl|® b # 

S^9>f^*-0-fey M- <£ 9 If IB £ ft # 3 BE fci * © f& <0 GlSgt fife «: 
competitor k L T * $ *T KliB«KJ& &® - 

lifiM^JISrJttfe-rS £ ^ <fc «9 . l«!DNA©i?ritilt5^Sr 
l^5o ^oT, MRT- P CR«rfflV>5#'gN *3&9§©W3!&W:, -bfB 

DNAi IZE'J't" £ r £ Sif ifrg0#> (Mx.fi, BftODNA^t 

competitor jtiliDNAT'fco-CtRNAtfeottiV^, DNA <£> # 
^ , RNAl^^!i>olfe?SJSia!) cDNA^^^UfciC 
competitor b"OP C R £rffxJi<fc < , RNAOl^li^ RNAi$ 

n fcM® frb L- TRT - P C R Srff 5ri^ft5, =^#^#^. . 
i£i|fc¥K/&<^^&#JtJ-Aft'-Cl^<5 <£T% 5n<£>mRN A£>ife*j-*<irti£ 
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— DT/l'N ART-PCRIi, P C R<£> if y T/l^-f J» 

■Ct = ^!)y^t't5©t\ *&8cg&}&3^5-C. £ 5 aS.3£Ki PLsis 

^^-i^roM^^^t*fe5„ a*. y i/jn-zm*<Dmyt 

&,M&R^<^Xff t>tlZ>o ^tlbOtpKfe, SYBR Green I> ^^*?VJ»zf 

t^rtl^tim % (M :FAM, HEX, TET\ FITC *5 «fc I* ?B ft 4& St (M : 
TAMRA, DABCYL#) -C^fp L >b <0 m £ S , 

PLsis -^-^-it^^o^m^^ffiu^^^^-^^ vxmm-fz>m 
am. mm.^<Dm^m^KD—^h u < line Mts-ttB^-f 

-^--fey h£JBV>, nt?Li!j^ (M : t fvK t 

^=*x '^A* K 

7yM) <ofe^,^5^eia [«*.wu fffftua, jpmbji&. asanas, ^y 

b^j®, —»ui&, jib a* anna. #?i&s^> 

u< ^aui&fc *r] u< te-tftk ©anas s fc e>*$>5.*& 

ml otml £*kl ep^jul flfi*> ti, fflw. «u rate* (#L 
jfcw, ji«> i*ml itji> mmjfiL, m±m. m%. 
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ipjk, mm, *\ mm. mmmm, ^] **^cdna 

zmm-tzfr. m&vitmtfc • m^**<^ c dna^ u< ^mdn 

5 J; «9 JbIB PLsis 3H£^*> KftcDNAl:^ — Vi/ 

V) jfr'&irz z b&X% So ^^(zfV ^-e — S^a ^ill -^i/^ 

a 7— • * n — (Molecular Cloning) H 2 (ffTadi) l-fE^cE^ 

10 ~tz>w&, rfv ?4 -g— a ^ra, ^ y — te8s#£*tfcffi 

{3, IB^J#-^ Is 3, 5, 7 , 9, lis 13, 15, 17, 19, 2 
1 & £^2 3 te^£ft5#*fi2£iB3*Jtt«fcS-^-r\ ^ggB^JSs J: Tfi 
/&tcte*:<DmWmmm<D — 1®h b< tt£*B«rrffflR<BDN A/RN A £ 

v-y =i v^^7^^^>@tB±t?^^^^iiL^ in situ (on chip) 

PLsis ^~#-3tfc^Oijfc^j^<£>— g|$*> b< te£gi5£r*#i|>IL#5:/ 
20 7-r-=r~^ LT^fg-rS^^fi, iB^lJ#-^l , 3, 5, 7, 9, 11, 
13, 15, 17, 19, 2 1 *3 £TJ* 2 3 S #^SIB^J W# J- 

25 PLsis ^~#-&^©fB3l5rl&ffi b#5&tf&f£, ifc^bfc^Slk b 
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7^;i, KS, SHI, Wy*^©tiSil:fAUT*3 

LT, High Throughput Genomics tfcj; t9^#££2t5 ArrayPlate™ 

btlSo ArrayPlate™ f* 9 6 p^/U^ls— h <D& $ m/HlESfcia* 

(Dmrnzrv— y&m.miE^< mmvt^M (m> 4X47W) -chs 

fe^ffi t t£ 5 o lot, © !^i;K'i>ir © PLsis ^ — # — it^^ 1 
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^Iro^ItlU mmm&l. 3.5,7,9,11,13,1 
5, 17, 19, 2 1 *5 £t>' 2 3 <£> V>1* ft J^l-^ £ft5&S!B?fJ £ H3~ 

5 PLsis — jtfe^w^<D PLsis M£fc£> yyy — 

^Hit&n- K-TSit^-^, J!S§fCfti8* (09 : ^ W^tp ^-/^J^, 111 Aft 

. r-tzmm*. a K-j-satfc^ ^nrr-f 

MJtMaSCSr^ — K **- 5 3t GHP ft 4\ «t 5 JWtfH-tes GenBank 

— fc, -^ft-^ft NM_000859, AL518627,NM_002130,AA639705,BC005807, 
AF116616,NM_025225,D80010,NM_001731,AW134535,NM_004354,AF135266, 
AC007182, NM_003832, NM_019058, AB040875, AA488687, NM.018687, 

15 NM_021158, BG231932, NM_000235, AA873600, AF096304, AW150953. 
NM_001360, AC001305, NM_024090, NM_006214, NM_024108, NM_021980, 
AF003934, NM_000596, U15979, M92934, NM_002087, AK023348, NM_002773, 
NM_000131, BG003169, NM_002217, NM_003122, NM_001673, NM_000050, 
U08024,NM_003167,BC005161,AF162690,AW517464,AF116616,NM_017983, 

20 NM_016061, BE966922, BE552428, NM_012445, NM_000792, NJ1_015930, 
NM_021800, NM.005980, NM_000565, AB033025, AL110298, NM_006931, 
NM_001955, NM_003897, AA778684, NM_001283, NM_012242, AI934469, 
NM_003186 *5 £T$ NM_002450 GO I D £ ft T»fe £ ft"C V> 5 tft£IB?!l 

*mw<Dt*.mfe. puis ^-tf-it^oism&tfcffi l^s^kjuq 



WO 2005/052154 



PCT/JP2004/017995 



22 

fete-g^i"* 5 „ #38SI3a>i*SI»** PLsis ^ 

PLsis ^ — *-ate^©«mSr«ltti-t-5/t«>©K/£35 s P CR©|^ s 
ii©fefi:tttt, KJSMW^, dNTPs, j»SM4DNA 

competitor #fife*»*&fttt3S (IB^f V-^-'t'S* 
tf) PLsis ^ — # — StlS^f- f3\ t^t® PLsis Rlg-fb^** fco V^ T 

mm^SElfi b> i~^"C<75 PLsis ^ftl&te^^ov^^ff iftfclS^^ 

15 WrtKttbftfcV*. b^UJfc^ m^C^ PLsis -r-^-it^^o^m^ 

LfcriSoT, fc, PLsis ^r — 

2 &±©l*2!S&m'*'&:b*-Cfc3* H^tf) PLsis ^3^7^ 

20 SV^SfcS PLsis^-^-it^^^^tBb#S 1 b^-efoSo 
t ft 5 PLsis ^-^-it^^fi#fctmf*^< , -hfBLfcil «9 

^1, 3, 5, 7, 9. lis 13, 15, 17, 1 9 „ 2 1 *5 ■<£ Tfi 2 
< ft, JhfB 1 2fi© PLsis ^-#-3H£^P<D 5 *><DV>i 3! n^2^^±s 
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-f y^oy Kyh^fyK DNA7l/-fSt> £iRT-PC 
Rl?) PLsis ^-^-S^^^^^^r^W * 5 

&n&ik&%fcmm\sfrimv>$& : $L<£>¥ i %^$i^ (ime PLsis 

iX-Y/W^S'J^^<^i^^t-*5V^-Cf¥^-r 6) bfc % PLsis 

5ite> PLsis Ri^T-feS fc^WSftlMfc^^ ^ 

PLsis ^^«**tfcft:-&4fcSri#?Llli 

T , ^ a'J ^ ^ f^t . M 1 ~ 3 KUBJfc© PLsis Bitt'fb ^^J*3 «tt>*HI 4 ~ 5 

^iB*fe<£> PLsis fctt-fc^fc&ae*^** b-c#££ ftS, 

-^PCR y 4 J*femi? C R) ffl^y-Y — t isxmtfe 

PLsis ^ — atfc^o^m&i&m u#s^^^ s p 
-oD^m^^^w^tt-c^^^nstw [«: wpcr wk* m 
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5 PLsis ^-#-3tte^<£>383i&tfetfiL#£^tf s > N — <£> @ *H <D gij <@ 

tt^t hHt?L»J*&KH*«L.;/fc5&0>, 1 £t_k(£> PLsis p — 3HS^03§ 
. S3EttSrtftttJi-5 - £ \t^m<r> PLsis ^3i§tf?-r ^ •¥ A' 

io <D^tiJ^?feSr«#t-rSo 

15 £ LT/Bv^frSo PLsis ^r — # — 5H5-i L tf>3£m^l&f2iftLl£& if 

20 /K fc^v\ ^^r, ^A** 

t £*L5Afir?LSi^cofc e>^>sjiifls [#j?u^ jmj^ jpmwj&. 

Tjwia, Baeja. ^-^^ spina * asstJNBi&s S 1 *^ $f^s^> 
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0mm. *j£)> umm. mmmm. ^wmffo. smites it%rffi&> 

■tit, m. m<n&&& (#k TmWiWt, ^mmmm. mm. n^. 
umru. ±m^n. mm. ^m). ^m. ti*, n. mm. mm. ff 
m. £.mm. ^^m. mm. #«t> mm. &m. m. mitw (m. *m. 
shB). ihw. fom. mm. mm. wltb. Offish. m±m. m%. ipi> 
mm. ^n. mm. mffimm. foz>^te±m<vmj& • 

MUnn. mnskv ^^m. mm&mi&. mm^^^c \?mtkmm. 

mj&. M^^o77-^^*tf^ti5 0 &tc (# 

t ht®f&mt vxte.i?fffim&<DEevG2M\mm. v ^'<m&m<v u-937 

Ml&m. ^.^S^CO THP-l mi&W. *J3§^&3fctf> Caco-2 £|3lfe$^ 

At* ¥&m^xmm&*t. m^vxm^^muvt^^. ^m^mm im •. 

m5~B2 0 %<Dffift Visikm (FBS) Sr^tpM E Mi#fl6 (Science, 122: 
501 (1952)), DMEMfi (Virology, 8: 396 (1959)). RPMI 1 
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6 4 OJ^ifc (The Journal of the American Medical Association, 199: 
519 (1967) K 1 9 9 (Proceeding of the Society for the Biological 
Medicine, 73: 1 (1950)) ft if (^g(^CT, ^^TA * h 

10 5X10 4 ~^1X1 0 7 cells/mL T? fc 5 . 3S ft&flMdl&fl* UfcWfc 

t &5 «fc 5 _hflB3Wlia»»«tl::»iPUT, iiS^#Ts #IxJ£> C0 2 
^ ^^^.^<— ^ — 5 % C 0 2 / 9 5 5%C0 2 /5%0 2 

15 /9 0%^fO#iIT^ 113 0^^4 0^^, »0. 5~^J16 8 

ifti«i4lt*ft^«JH:iiilt5*fefi; flC#J»IJ& (^KPLsis^ — 
# - MfcT © US «J & m ** 5 * ^ » * filffiff 5 f K: ^ * 

¥@Jf^ x> n ojgfttft n t b < fi^ft P » (09 : # 

mi*u t£i*ii*u Agists »iRrt* scitrtso .^is-^-rsr. 
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5 SbtolWJte^^iWKloV^M^Sfrfcffi* <D $H J3& 5 t> <£> tf s 0 * 

io IIBJtft».(«: '= i^x^n— J§gJifig£#ftK)&> ^f&fnfliJKH^ 
#480 HM&StSr^-K-rsatfc^ (M : W&ffiWtWlxk* S6f 

15 ^Pft £##»f fettS, «t 19 JtrfrftH-te, PLsis £*BM LT^m^it*Pt- 
5at#^.i: Lttt, GenBank 7 s — j"<~- X \ ^in^lTl NM_014960, 
NM_000859, AL518627. NM_002130 V AA639705, BC005807. N AF116616, 
NM.025225, U47674, D800KK NM_001731 S AW134535, NM_004354 > AF135266, 
AC007182 S ^..003832, NM_019058 N AB040875. AA488687, NM^018687, 

20 NM_021158,BG231932 X NM_024307 > NM_000235 S AA873600,D63807 S AF096304 X 
AW150953, NM_001360, NM_021969 > AC001305, NM_024090 > NM_001443 N 
NM_006214 % NM_024108 % NM^021980 N NM.00215U AF003934, NM_000596, 
U15979. M92934, NM_002087, AK023348, NM_002773 N NM_000131, BC003169, 
NM_002217 > NM_003122 S NM_001673 > NM_000050, NM_001085.. U08024, 

25 NM_003167 % BC005161,AF162690 X AW517464 N AF116616,NM_017983 > AL136653 > 
NM_01606U BE966922, BE552428, NM_022823, NM_012445 S NM_000792 % 
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NM_015930, NM.021800, NM_005980, NM_000565 *3 «fc Xf AB033025 © I D 

fLtb^^&tt ZZtibnft^xi ^^^^jf^ttSo — PLsis kfaM 
VXm^&WL'PlTZm.fc^ t Ittt, GenBank — * ^< * , ^ft- 5 ? 
5 n NM_006931, AL110298, NM_006931, NM_001955, NM_0.03897, M_003186, 
AA778684, NM_001283, NM_012242, AI934469, NM_003186.^3 «£ X$ NM_002450 

0^u<^. &&w<D^mjjW:fc%5\,^xmm. : £.w> : &m^ tbtiz> PLsis 

10 < £ t> 1 Ofi. IB?IJ#-!§- 1 , 3 , 5. 7, 9, 1 

1, 13, 15, 17, 19, 2 1 *3 i t>* 2 3 (DV^-ftb^^^^tL?)^ 

9 U 3; b < f*> -HIB 12fl® PLsis — iHS^£> 5 *><£>V^ 2 

20 ^L<ttll8 0%£jl±, ^l^tl<ttD9 0°/o»J: x 

25 i^it^bfcm-a-^^^^^ (flil&tf, 2{g^;&nLfc^£-te2_) 
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^ti^tKDm^^^^^x^m^m^m (x) ^l, 

C» 13 

=m L X x 4-m 2 X 2 + • • • +m n X n 
5 ('[§.L > m 1 +m 2 +***+m n =l). 

±^fc*3V>Tm 1 ( i = 1 ~ n ) ri#aM5^ <D fi^ & *t. 
fcfifiJI&teftV^ IftKSmi x n = 0. 2~51?& 9, M;U£ V <£ 
•Cl^Cfi^. (mi =l/n) ^S^tffettSo 

10 3e$^feS3mt«±©»-&» PLsis hhsu .mmm^moM&te PLsis & 

#£jh,fcBft?L ft U fcfWfc** ItS PLsis ^ — x—mifc^iDm 

5m, il^^bRNA (M : iRNA x .mRNA) ll # 3r ®J L , ^ 

/<5 So R-NAiB^©W»H:, = v 5 V - C s C 1 

2fe, AG P Cfe* ^©¥feSrfflV^Tff 5 i t^T?^ rfT|R<BR 
NAttWffi*? h (09. : RNeasy- Mini Kit; QIAGEN $£30 Sr/BV»t\ 

20 RNAi^t© PLsis ^-^7-»^^-(^^^0^5r^m-rS#^^ It- 
It mx-te, ^^^D^f-i/ay (/-fy/ny Kyh^P 
DNAfyi/^) ^fflV^M, fc5l/MiPCR (RT-P 
CR, ttl^PCR, UT/V^i^PCRl) SrffiV^S^«feJ&iT^#lf 

»*«»36>>ffl.3fij.o««fcje*tti< PLsis ^-u-mfc^-o 

25 ii»^tffltl5^tMP CR^y TA-*-f CR4^©ili 
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y ^r/ a ' y HfcliKy h^ny b ^ W ^ y — ^ a ^ «fc 

5f^ v PLsis -r — ^-ae-T-^tftWtt, H^n-^t ttfflVN^n 

io ^-r^y ^-^if-v-a ^ifi*^*, _hfa ivw* h y ^s?*^ hte&W 
T-ej ^-f ^y ^■tf—va ^£-frfc^, i^^^-c^y^^^t^ 

^Lyt«»SSr^^ Kfe^JBOJ^-fS - & Hi J: 5 * # PLsis — # — ft 4s 
O^^ft^aOjfe^S £ £ 5. Ky>^Py>©»^t), RNA 

15 #L (£- PLsis # — atfc-^fcoV^^jft/^nfT 5 k hcD^Hfc 

20 agte^RJ&K: «fc 9 T 7 :/n^- — * — © ft IS ft :/ o >=e — ^ — SrSSAbfc 
c DNAH^L, ^bl-RNA^y *9 — £ Sr/B ^"C c RNA^rM 

In£ £ £: i 9 . ^a^ttfc c RNA^fctiS). c RNASr 

25 ffi±©#^n-^|c|S^bfc*ik**ai3fe-r*wi:|c:J;e), * PLsis ^ 
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PLsis sr — jJ-mifc^ («oT, StB-fb^frbS^n — zf.) (D%C&&< 

0* v^mmmm^ ^mm^^m^m^^s^x, PLsis •9'— 

10 (i-ft*?t>, PLsis -^r — »fc^£>ij£^jg#) <?5ti*g0#J^ ESUi~5 

a?* — ^j&S^fcS ft i?) UE£n4<£> competitor 3&l*J&SJlV> ktb&o ^#J$? 
competitor iRBfe t 7 -e — =£r^V^ o T it tfia* - 

15 competitor DNAT fl t)RNA"Ct)J; l N 0 DNA©i^> 

•fc. % fc> # IS m<D &m&£Xf competitor ©*#Tt*P C R&fTX-fcf «t < , 
RNAOi^ft, R NAM^ it competitor Lt Sr^f W N 

ife % TaqMan™ i^P Molecular Beacon £, *b 5 0 V> 

c DNA&^J$Lfc&fc:;;*:36 9J<BW3!&i:-'f V— * — % TaqMan™ 
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-fxt— y^fcte Molecular Beacon ~?Xi — -fh B^fc£*L 5 3£3fet£^ (^n — 
TaqMan™ ^ * - ^ & K ^ M 3fe#Jff £ ^ ft-? 

^*tr^-^ y ^^i - ^ ^tlt- J: o "Cto^^S c DN.Ai 

&*£^-f-5 ri^ttS, Molecular Beacon P — ' ffi & 3£ 3fe $J © 

&&W<D^mftfefc&)<^X, 4k&Vd<0 PLsis i^^fyi/ir^^li i 

^in^tssfti, ^^S2p^s^< ^sm^:^^-^^^^ y 

frft^o #i;U£, (1) tm^t'fcSt^© PLsis 
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PLsisI^ttt?fc5 irfUJgU^-m^tf) PLsis -r — tf—aHg^te-^T, 

3§m^»b&v^ ^ «_hiB^ ii-efcs) PLsis ^^r-fc^ ^ 

fUttS^fe. (2) ^tti*f^-efoS-T-<T^ PLsis ^-#-3HH^K:o 
v>T, ^^>fb^#lO#^^J: «9 ^^^^^-^ PLsis 

|^.4£-efc£ £¥IJ^L. V^^^tf) PLsis -v — it^^-^oV^T, t« 

<m^#><z>Bsm^.fc 19 mw&fcmm>&mi}n-£tctem'p-rz>iB'£tfc PLsis &§ 

tttfeSi^J^tS^s. (3) W>mM&X*&Z> nm<& PLsis ^r — # — » 

2~ (n-1) ^±l-oV>-C, f*HMb 

-£#Kz>e§M&-<£ ^ mmtjtemm&mtoizfrnwL'p-rzWi&K PLsis &§t£ 

-?£>5 £^J^5#&&^#&f k^&9 _hfB(l) 
<k&WrtM$LM&&&< t» . *Bi3ifc<£> PLsis iMMb'£*#*F8fc£*b* 

is^$tbfe PLsis ^—#—mm z F<Dm&&t> j £fcte^x, 
< ttio sx ±> £ b u < « i 5 &±.) <D&%a PLsis m^it^-m (#i 

i^tL<ttlOgl±, $ L< it 1 5^_h) OfSEftl' PLsis * 

m&ik&W (WZ-tts HI 4 ~ 5 H:fB«$ttS-fb^*) tf>#* tiiismbs 

±o PLsis ^-^-mm^co^^^m^^m u sfc^-tf-aMs^wjs 
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<D PLsis iH^ry^-y/KOti^^Jt^tSi t *WWtb1r2> 0 ft N 
^:^0J^^:*5V^-C, §ili<z> PLsis m&tfT is *s *r jvomUfe. Bi?Lfb#J^a 

itmoffi^:. ±m<&wt%i PLsis m&te £u#mm{t'&y>}<D PLsis 

l&O^MSr, 7 0 %£*_k. b < te$J 8 0 %4^_h. J; 9 * L < 

~ 5 fB«^»^-^#»^oV>-C, ia^IJ#-i-'l , 3, 5, 7, 9, 11, 13, 
15. 17. 19. 2 1 *5 it>* 2 3 ^tb^^-^Sia^lJ^Wt-^ 1 2 
<@<Z) PLsis ^ — Afc J pc£>3£m^l&&P^ ; 5 t . (#3tfc 

15 PLsis ii^^-a-^i-^T^ &§t£ i^j^u, i 3@(D PLsis #m$&fc&m 

f 1 2ffi&|^14£ HSt5 - ^ 3&S-e# 5 (^oT. $J 9 7 o/oOffil^-eiE 

±.m<o <t 5 .m ti&mmmfe. &h\zw\<omto PLsissusss 

20 ^i^^^b-^fefc-Jlv^-t, i^fiSK: PLsis # — 5H£^<£>3£ 

agfbap'fcSIS© PLsis ^^^t" >-ix-y/KD^M £ ^t[a^ 

OV>T©*BIJfe*&*«rffc-g'L*t\ £ 9 S^«L*-T? PLsis R**^^^^^ 

25 iCSr^IE-rtt^iV^ $ h »zi, PLsis H»#^^^ir'>^©* , M36**fti© 
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mmt^m r± hr ^ / y^>, rny ^ v ^ anit, 

■ I-Mbfc^. RNA^ttWL, ft SHU <fc «9 c DNA. Hk^XU^ c R 
10. NASrl^J&Lfc^ ;L*L&BJfJNbb, rtJjg©lt?Lil^^/AODNAv 

(M : GeneChip (^^fgj'^) Affymetrix *fcg£& if ) SrJBl^ 

rtia!), ft^ftoflTttt^iS i < fits - i ^ t f 5 ^ V- 
P A C — I U B Commission on Biochemical Nomenclature {Z. £ <5 

20 *)av^«:^»^sp^c*5rj■^.^|^ffll»•§■^^:s<5< h<Dx& , ^^j^tib 

D N A 
c D N A 
"25 A 
T 



^5 is . 
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G : ?T=-y 

C : is h & is 

rna : v #mm 

mRNA : * yfeX^-r— V 

d A T P ift^^Tf/^VHy^lt 

dTTP : rt^fv'f 5v?yH!;yi 

dGTP ift^i/^ryvynyyi 

dCTP : W/J'f^VH!! 

ATP : 7f y^^HyyH 

EDTA :xf Vy^TT/iSi 

S D S : KT^/WfcBfc^ b y P ^ 

G 1 y : ^ y V * 

Ala :?7^^ 

V a 1 : ^ y > 

Leu : n>f i/y 

lie : -f y O >f 

S e r : ir y ^ 

T h r : * l/^- iX 

C y s : ^ ^ ^ i/ 

Met : ^ 

G 1 u : fAs? ^ 

A s p : T Xs*9*c^M 

L y s : 

A r g : TAs^^ls 

His it^^i?^ 

p h e : ~7 *L =;l/7 9 — f 



WO 2005/052154 



PCT/JP2004/017995 



37 



5 



T y r 
T r p 
Pro 
A s n 
G 1 n 
p G 1 u 
Sec 



y >- 
r ^ 7 ^ ^ 

t ^^f-f y (selenocysteine) 



[^WJl] 

\t^m<n> PLsis ^^^-7" ViX^/K7)«^-®1^^^^J^S 
^T<£> 3 0@<^mS53l£rf£!iMfc-S^£ It, PLsis ^^^X>-^-Y/^ 

yvl/ (amiodarone) teXXJ 1 ? niftf^ (clozapine). f3 ICN Biomedicals 
frhs^i % Ximipramine) ^y^P^^ is f (clarithromycin) N 

(disopyramideK zc }) X v 1/ ~y (erythromycin), ^ 

20 n-^y (haloperidol) , ^ h-=a j- -/ — As (ketoconazole), *c =- i? 

1/ (quinidine), "fe/V h 9 U ^ (sertraline) *3 J: TJ** /l> 7 T * h^f" 
y — (sulfamethoxazole) te?nfti«Xii (Ufc) i&* & v T 5 'h U 
y ^ (amitriptyline) , AY-9944, ^n;l/i/^^^y (chlorcycli.zinek 
^ n A- :7 s tz t :/ (chlorpromazine) , 9 V % -7 s ? % is. (clomipramine) , 

25 y (fluoxetine), .^/V^^ U V (perhexiline) , P^r^c 

(tamoxifen), y ^ ^ ^ (thioridazine), y S? ^ 
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(dimelidine) „ 7thT5/7a^ (acetaminophen) % -7 \<"ft 4 ~ K 
(flecainide) "7 n 3r (ofloxacin) 33 i XtV $ n — A'(sotalol) 

f± Sigma #*£>\ l^tff 7 n 3f-lJ- "(levof loxacin) J£ Apin Chemicals 
^fe, n^^i^ (loratadine) 33 ctT^*^ h V ~7 9 > (sumatriptan) 
5 fc£ KEMPROTEC fa *b > <<Zs# $ iff (pentamidine), Tronto Research 
Chemicals ^B*>ft5K (procainamide) & Aldrich Chemical 

KiMb#»«:***(»Jafc* 72B#ffite1^^B§SLTMriS3= 
#LTV>fc:^$l£&^ffl bfc) JO* 8.3-25# mol/L kft5 <fc 5 Kl^^ ^ 

10 /i/^/k*=ap-^ K (dmso) teigflPLfc, WBMb'S'*&<©*3ft5*;> #^*s M 

HepG2*|flj3S (ATCC £ »9 Hf A) — <Z>«*{b-&- ttflfifetJl^o 

. itfco He P G2 mmt±MB&mmm<Dimm&m^tc 0 nmvx^z He P G2 

JNeiatr 0. 05 w/vJtEDT-ASr-g-tf^/^^y =«©y ^SfcftW&S^.ifc* iX/is 
15 V^^33.J:t^^^^^!>A^^^-;PBS(-))(^0^:^m).-e 2 

» * 

0.25 vol* h V "f mmol/L EDTA (Gibco BRL) Sr PBS(-)'"C 2 fe\Z. 

[50 U/mL ^^->y V (Gibco BRL) -50 mmol/L * hy^h V>f • 
i/ls (Gibco BRL) 33 J; t£ 5 vol% FBS (Bio whittakeir) £: Ss^D b fc iSOl" 
20 =*3fc^^f — tfjVt&m (DMEM) (Gibco BRL)] 2xl0 5 cells/250. 

bfci##$!£r 250 /z Ll*o,# a:/W£# & J:fE©^JSSS5$SI8£ 250 
juL bfc^ C0 2 V^a^— (7100 ; Napco) 5% ifclfetf 

25 72 BtP^it^fU U 1 w/v% ^V^/VT/Vft K*£$f 
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= -/i' m^J-t? mm (Quetoi 812) \z&mvit 0 M^WFC* 

ffll, iflfel, n^mWfit (H-300 ; 0 3t) 

fefc 9 3tft:^±^)^K ({g^te 5000 fg) Sr'JRj^bfe, «HJ££Jll$<0f£!(l 
AmmiZ^WiTX'ftmistc (n=4) 0 ft , ^iI*l^o VMT te, I'm 

<o * ^ y >-##jt^j^^mB <b*t5 ^<^s rigs j iittt^ ^ y >mm 

io %><d b bfco 

^©^, 12 <Di!E£n PLsis m&ik-g-m (m i *5«tt^ 2 tii^^iis^ 

o-r-<T, *s ££F 18 off ffim^fffflfb-^^^ 5 <fb£^ (0 3 
*vMb<a^) K*5v^-tliMift& PLsis ni-e&s 5: ^ y ^$l*i£^ i) y 
y~J±lz.m#>htitc.o —ft, Wffi^tkmmik/BrWtp i3fc&& (0 4*5 £ 

ofcio .^y y^^it^^mmm^^^ u^nn ^tcw&.&m i 

20 
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ie&i PLsis £x*&m&fe&$mmfo ^si* 

mMmi (##09) fcRflltebT* HepG2 mB&& Plsis fUS-fb^i^ 17 
PLsis #JM&fc^*'l4«Kl*:*L^*L 24 fl$IH«fl| bfc^> 
ij&Srf&ifeL, -80t^8Cii£{£#bfc o RNeasy Mini Kit (QIAGEN) 
T^fflflS^ RNA §r^i^ U> TaqMan Reverse Transcription Reagents 
(PE Applied Biosystems) ^rffiV^T 100 n L <£> ^ T? cDNA b fc, 

ia?lJ#t U • 3 % 5, 7, 9vll/l3s 15, 17, 19, 2 1 
^^1^2 3 £ *l£> *£SIB?!l£:SK-s PrimerExpress (PE Applied 
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<pia?miE 2 a ~ 6 o K^tL^tiTjk ufco ^ y t^r/vf t k-3- 

!J ^Sft^t KP^t-f (GAPDH) — *5 it? vic^^^n— ^ 

5 & TaqMan GAPDH Control Reagents (PE Applied Biosystems) &£$S#<£> 

5 /zL <D cDNA Sr^tf 100 # L ©KUi (lx TaqMan Universal PCR 
Master Mix (PE Applied Biosystems) 200 nM 7^ — 17— K^7^ 
. 200 nM U — *:7° 7>f ^ — *3 200 nM TaqMan ^ P — :/) t\ 40 
10 >T^^ (1 ^^=95^, 15^; 60^, 1 #) <£> PCR £: fi 1 o 0 PCR jo 
' J; tJ*^ ittk tti & > ABI PRISM Sequence Detector 7000 ( PE Applied 
Biosystems) & ffl TjlJfe L fc 0 ft IfBillfl £ L T GAPDH £ ffl S'J^flt 

<DMiE^^Tofc 0 ttmffik<DmmmmMfc& tmfczm^fc (n=3) 0 

15 &fc 0 ^t^^^:^*-2 o p-<fd 12 3tfc^tf>-r-<-C^OV^, PLsis 

p^^-a-^^Bt^fc.i: ^ ^wfim^^idb, PLsis ^m^it^m^mm 

ztiib i2 <d fete* fem%o<z> PLsism^^T^^^^^miK^m^^—^ 
'■ —mfc*x«fo%zk&mb fatten ft.* 

20 
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5 ©ffil£&»35;*BH36S|8«) fetbfeo PLsis m^^^r isl"rfr<D^m 

(Dmfe&mm&^-tin^Wi^ i. s t u <d PLsis mm^^-r^ 

XX-^ib&W}^ 1. 5 ^_h-T?fc3 (Dfcft 13 <£> PLsis 0m 3£ ffc #3 4 1 12 
ft Sjv^T l. 5 5feS|-c.3b «9 ,tl- 30 fb-g-fcj* 29fc&m(m 

97%)<Dfe&X PLsis ^|i^7 1 ^v/^/KD^ii^iEb< U3&t5 - t &X 
10 #fc 0 

3 ] " 

^Jfe^i 1 irPI^im UT, HepG2 HBjaSr "PLsis 

i%^W)m. (#ate^r±-r^<-ciRi ci^tt^) ^jrwufco pi.c^rst 

2@Hi.L/; 0 1 HI i <O.^HR-eosp«&X-»*-S: xl'l, 2 HI 

i- 0 2HI©JI»#&*Srtt:«ibfeir.6 N I^!fcS^tt (R=o. 907) Sr^-L 
20 to fflm^^mojimfcife^X ^ HepG2 JNaiia^rttfe 26<ft#*fc: 

« <^lll#&fi^fc5i&|i:, PLsis Mtttfl2#4fcW:^9. 7* 1.6 
PLsis ft&fc^4btt¥i&£lb* 1.5 ^lOflsi^.n? 

.25 
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*&m<o PLsis <o^Mjjmt±\ m%mmmm^^m^mmvtc^(D 
PLsis ^-%-mfc^-(Dm^&m*ii0im~rz> r ^ £#tsc£ir-5 r ^ x 

10 &mW<v4k&m<D PLsis ^^^^>-^^/KD^S!l^^^^^te*3 J: 
; itsr ^t'f iij^^m^l^-e^i^m^ffi'fb^^^* 

16 

iak#-i-2 5 : kiaalOQl 3 & <£> 7 s 7 ^ - 

SSM#^-2 6 : kiaalOOl Jt^^^^m^lSriiii'Mi-S fc«5©7°7-r — - 
• 20 £: l,Xmm-f'<<Wt^&tlit*y dt^f U*zF K 0 

IB?IJ#-*§- 2 '7 : kiaalOOl st ^ ^ fe^ 0 ^» O it *I ^ |±1 ^> * O 
TaqMan^n--^^ L T^-T^ < ^ff" $ ttfc tf\JJ U*<?h\ 

ia^j#-§-2 8 : asahi mfc^m^mm &mm~f- s & <d 79 ^ 1 

25. ia>J#-i§-2 9 : asahl &r*f(>§-r 5 tf> <D ■? *7 -f ^ - t 
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IB^J#-^3 0 : asahl 3tfe J Pte^a^<^iiiI»g§r^tfc|-rSf=.fe^ TaqMan 
!E?lJ#-5§-3 1 : mgc4171 flHS^jE&j&ft *t «*T 5 £> <Z> ^ 7 — 
5 IB^lJ#^-3 2 : mgc4171 lls^fe^lil^JlfStSfcfeW^y^ 

ia^I#-^3 3 :■ mgc4171 » ^ m ^ ^ <£> *t B & #t t±i 1" § fc & <D 

• ia?ij#'-5§- 3 4 : iss mm^m^m^}^mm-r^tc^(D^'9 4^—ti, 
• xmrn-t^K^ft-zfrfrxv Ko" 

gB 3 6 : Iss it^^^^m^lOJiil'I^^tiJi-SfcifeO TaqMan ^ 

15 @H^lJ#^-3 7 : nr0b2 Afc^ife^jg^ 5 £> <£> ^7 -f i 

3. 8 : nr0b2 3t^^^m#» & if «Tf 5 © 7° 7 ^ ~" t 

vxmfk'r'<<mft£fr>fe*v .dt%#v*& k» 

• SB^J#-^ 3 9 : nr0b2 3te-?-te'^S»Oii#HSrtfettl*f"5fe«6© TaqMan 
20 -fn—fh VXmm-T'<<WlB\'i$titc*y V*?- K 0 

ga?fj##.4 0 : fabpl 5t.^^^^0#I^Jtif'Ii-6fc:*^7 P 7^^— ^, 

fB#l#-§-4 i : fabpi mte^fc^MW &mim1r z> it y << -^r- 1. 

Lxmm-r^^Winztife*}). k. 

25 IB^J#-^4 2 : fabpl *-|£-?-i|g¥Si^tf>if *i £r#l tUt" 5 TaqMan 
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- 3 : hpn fefc^m^MVo Srittfil - 5 tc ft <o zf 7 <4 ^ — k U 

IB?rj#-5§-4 4 : hpn i^^^^H^ &tf ifiii" 5 1tft<T>"f s 7 ^ k U 

5 IB^IJ#-^4 5 : hpn»'e j f'*i^0*«>*i#BSrtfeffi*t"5^*© TaqMan :/ . 

|E?IJ#^4 6 : serpina3 st^^lifc^S^ £i# ® ~r%tc&> <DZ? V -Y^ — 

@H^IJ#^4 7 : serpina3 3t^^*g2£jg4fe <SrJ«<Bi"5.fc * >T ^ — 

BE?IJ#-*§-4 8 : serpina3 aH5-?<E^®*> © JttiB & #t fcti *f S It ft <D 
TaqMan Zfn-zf k LTttMB-T'* < Rtt £ ftfctf- V * W^"^ K„ 

|S?rj#-f§-4 9 : depp jt^^-^^m#^rii*St-5fcfe(D^7-r^— ^ b 

T^«g-r^<^n-^ttfc^y =?^^ i/^-^ Ko 

15 @B^J#-^ 5 0 : depp tofc^fc^MVo it ft <D zf J^-v— k b 
iB^J#-^5 1 : depp m;m^fe^my9<DMtiS*JlkM-t Z> tlft<D TaqMan 

zf u-zf k ttiftt^< ^tf^^fc^-y * Ko 
20 £ u -c*iBi- ft a- y i^tf*^ Ko.. 

k vxmm-r-<<.nn^nft^v 9 k c 

iB^J#-^5 4 : flj22362 it fc^ & ¥ 0 m <D if ffi % & tti 1~ 6 * 
TaqMan 7 p n-y^ U-C^^-r^< IS^$^fc^-y * K. 
25 BB^I#^-5 5 : slc2a3 Jt^^te^jSft SrJtffii"S «> © ^9 -f — £ 
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K?IJ#-5§-5 6 : slc2a3 Jt^^fts^S* 4r*U#B*f % ft. #> <D 7 7 t 
• ga^rj#-^5 7 :slc2a3 »e^*K^&4fc<0-*tt*S5rtfetH**"5 TaqMan 
5 8 : tagln SrJtffi"f-a fd CD ^ £ 

|BJIJ#4 5 9 : tagln 9t6^4S9S4fe Sriftgi" S ft (D 7*7 4 y — h 
IB^J#-i-6 0 : tagln "at^^-te^S* ^ if ffiSrt&Wi 1 5 fc£>cD TaqMan 

*tHRttx 0*ttUIISJlfcWi2 O 0 3 - 3 9 7 5 5 1 (.fflRB : 

r 

2 0 0 3^111270) &m$lb LT*5 D , -t«)rt^H:*W3NB»lt^ 
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1 . BB?l]#-i§- Is 3 , 5 , 7 , 9 , 11, .13, 15, 17, 19, 2 

i *5 £0? 2 3 ^v^-rn/&Mc:^^nsks@a?lJSr^^-ra^^i:^-r * h y 

2. y ^JgK^^^m^^Bli LT^m^^lbi-sa^^F^fe^m^ i:^ 
b# 6 h <o -v & Z> * V h o 

3 . 'ptz< t h i oo&mtz. mrnrn^- t, 3, 5, 7 , 9, 11, 1 

3, 15, 17, 19, 2 1 *5«fO ? 2 3 m^fr £ ft 5 :&^IE?!l 

«fc ufcm^, y ^mmmmm^^^^^^^mm^m^m 7 .0 % 
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13, 15, 17, 1 9 ^ 2 1 $3 £XJ l 2 3 (D^-fftfaK7F£*lZ>MMW. 

(2) mm:te^F<Dmm<n¥ L %i&Wi^t v ^m^^mm^T >y*A>± <r> 

8 . < iil o<&3HB^PWu E?9#'#-l > . 3.* 5;,. 7 , 9 v . 1 1 , 

13, 15, 17,. 19, 2'1*5-J:^2 3 ©V>i*.tL^fc^$tVSati£ffi _ 
50 i Pl'-.i L < t H'-©ISBHI Sr IT 1 5 t> © t? *> 5 , 
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SEQUENCE LISTING 
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<120> Method for Predicting Drug Toxicity 

<130> 09707 

<150> JP 2003-397551 
<151> 2003-11-27 

<160> 60 

<170> Patentln version 3.2 

<^10>- 1 

<211> 4304 

<212> DNA 

<213> Homo sapiens 
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<220> 

<221> CDS 

<222> (459).. (2033) 
<400> 1 

gcgagaactc atcctgtagt caccagatgg agtcccaaac agccaagcag atgtaaggcc 60 

tgtgctgtgg ctctgaggcc ctgaatacag aagggtcact ttcttagtgg ccaaagagca 120 

gttgttgaca ttgatgtcta attattgaac acgaccagtc attttactga gctgcggtga 180 

ggaaacactg accatagaag atcaagccaa atgagggatt gcaaatttcc tgattctttt 240 

gaattaggat tccagatggg ggcctcattt ctacagcccc caacattcct atagccgtta . 300 

tcactgccat caccactgcc accagcatct tcttgcagat tccacccctg ctccccagag 360 

acttcctgct ttgaaagtga gcagaaagga agctctcaga aaaatctcta gtggtggctg 420 

ccgtcgctcc agacaatcgg aatcctgcct tcaccacc atg ggc tgg ctt ttt eta 476 

i 
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Met Gly Trp Leu Phe Leu 
1 5 

aag gtt ttg ttg gcg gga gtg agt ttc tea gga ttt ctt tat cct ctt 524 
Lys Val Leu Leu Ala Gly Val Ser Phe Ser Gly Phe Leu Tyr Pro- Leu 
10 15 . 20 

gtg gat ttt tgc ate agt ggg aaa aca aga gga cag aag cca aac ttt 572 
Val Asp Phe Cys He Ser Gly Lys Thr Arg Gly Gin Lys Pro Asn Phe 
25 30 35 

gtg att att ttg gee gat gac atg ggg tgg ggt gac ctg gga gca aac 620 
Val He He Leu Ala Asp Asp Met Gly Trp Gly Asp Leu Gly Ala Asn 
40 45 50 - 

tgg gca gaa aca aag gac act gec aac ctt gat aag atg get teg gag 668 
Trp Ala Glu Thr Lys Asp Thr Ala Asn Leu Asp Lys Met Ala Ser Glu 
55 60 65 70 



gga atg agg ttt gtg gat ttc cat gca get gee tec acc tgc tea ccc 
Gly Met Arg Phe Val Asp Phe His Ala Ala Ala Ser Thr Cys Ser Pro 



716 
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75 80 85 

tec egg get tec ttg etc ace ggc egg ctt ggc ctt cgc aat gga gtc 764 
Ser Arg Ala Ser Leu Leu Thr Gly Arg Leu Gly Leu Arg Asn Gly Val 
90 95 iOO 

aca cgc aac ttt gca gtc act tct gtg gga ggc ctt ccg etc aac gag 812 
Thr Arg Asn Phe Ala Val Thr Ser Val Gly Gly Leu Pro Leu Asn Glu 
105 110 115 

ace ace ttg gca gag gtg ctg cag cag gcg ggt tac gtc act ggg ata 860 
Thr. Thr Leu Ala Glu Val Leu Gin Gin Ala Gly Tyr Val Thr Gly lie 
120 125 130 

ata ggc aaa tgg cat ctt gga cac cac ggc tct tat cac ccc aac ttc 908 
He Gly Lys Trp His Leu Gly His His Gly Ser Tyr His Pro Asn Phe 
135 140 145 150 



cgt ggt ttt gat tac tac ttt gga ate cca tat age cat 
Arg Gly Phe Asp Tyr Tyr Phe Gly He Pro Tyr Ser His 
155 160 



gat atg ggc 
Asp Met Gly 
165 



956 
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tgt act gat act cca ggc tac aac cac cct cct' tgt cca gcg tgt cca 1004 
Cys Thr Asp Thr Pro Gly Tyr Asn His Pro Pro Cys Pro Ala Cys Pro 
170 175 180 

cag ggt gat gga cca tea agg aac ctt caa aga gac tgt tac act gac 1052 
Gin Gly Asp Gly Pro Ser Arg Asn Leu Gin Arg Asp Cys Tyr Thr Asp 
185 190 195 

gtg gec etc cct ctt tat gaa aac etc aac att gtg gag cag ccg gtg 1100 
Val Ala Leu Pro Leu Tyr Glu Asn Leu Asn He Val Glu Gin Pro Val 
200 205 210 

aac ttg age age ctt gee cag aag tat get gag aaa gca ace cag ttc 1148 
Asn Leu Ser Ser Leu Ala Gin Lys Tyr Ala Glu Lys Ala Thr Gin Phe 
215 220 225 230 



ate cag cgt gca age ace age ggg agg ccc ttc ctg etc tat gtg get 
lie Gin Arg Ala Ser Thr Ser Gly Arg Pro Phe Leu Leu Tyr Val Ala 
235 240 245 



1196 
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ctg gcc cac atg cac gtg ccc tta cct gtg act caa eta cca gca gcg 1244 
Leu Ala His Met His Val Pro Leu Pro Val Thr Gin Leu Pro Ala Ala 
250 255" 260 

cca egg ggc aga age ctg tat ggt gca ggg etc tgg gag atg gae agt 1292 
Pro Arg Gly Arg Ser Leu Tyr Gly. Ala Gly Leu Trp Glu Met Asp Ser 
265 270 275 

ctg gtg ggc cag ate aag gae aaa gtt gac cac aca gtg aag gaa aac 1340 
Leu Val Gly Gin He Lys Asp Lys Val Asp His Thr Val Lys Glu Asn 
280 285 290 

aca ttc etc tgg ttt aca gga gac aat ggc ccg tgg get cag aag tgt 1388 
Thr Phe Leu Trp Phe Thr Gly Asp Asn Gly Pro Trp Ala Gin Lys Cys 
295 300 305 310 

gag eta- gcg ggc agt gtg ggt ccc ttc act gga ttt tgg caa act cgt 1436 
Glu Leu Ala Gly Ser Val Gly Pro Phe Thr Gly Phe Trp Gin Thr Arg 
315 320 325 



caa ggg gga agt cca gcc aag cag acg acc tgg gaa gga ggg cac egg 



1484 
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Gin Gly Gly Ser Pro Ala Lys Gin Thr Thr Trp Glu Gly Gly His Arg 
330 335 340 

gtc cca gca ctg get tac tgg cct ggc aga gtt cca gtt aat gtc acc 1532 
Val Pro Ala Leu Ala Tyr Trp Pro Gly Arg Val Pro Val Asn Val Thr 
345 350 355 

age act gee ttg tta age gtg ctg gac att ttt cca act gtg gta gee 1580 
Ser Thr Ala Leu Leu Ser Val Leu Asp He Phe Pro Thr Val Val Ala 
360 365 370 

ctg gec cag gec age tta cct caa gga egg cgc ttt gat ggt gtg gac 1628 
Leu Ala Gin Ala Ser Leu Pro Gin Gly Arg Arg Phe Asp Gly Val Asp 
375 380 385 390 

gtc tec gag gtg etc ttt ggc egg tea cag cct ggg cac agg gtg ctg 1676 
Val Ser Glu Val Leu Phe Gly Arg Ser Gin Pro Gly His Arg Val Leu 
395 400 405 

ttc cac ccc aac age ggg gca get gga gag ttt gga gec ctg cag act 1724 
Phe His Pro Asn Ser Gly Ala Ala Gly Glu Phe Gly Ala Leu Gin Thr 
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410 415 420 

gtc cgc ctg gag cgt tac aag gcc ttc tac att acc ggt gga gcc agg 1772 
Val Arg Leu Glu Arg Tyr Lys Ala Phe Tyr He Thr Gly Gly Ala Arg 
425 430 435 

gcg tgt gat ggg age acg ggg cct gag ctg cag cat aag ttt cct ctg 1820 
Ala Cys Asp Gly Ser Thr Gly Pro Glu Leu Gin His Lys Phe Pro Leu 
440 445 450 

att ttc aac ctg gaa gac gat acc gca gaa get gtg ccc eta gaa aga 1868 
He Phe Asn Leu Glu Asp Asp Thr Ala Glu Ala Val' Pro Leu Glu Arg 
455 460 465 470 

ggt ggt gcg gag tac cag get gtg ctg ccc gag gtc aga aag gtt ctt 1916 
Gly Gly Ala Glu Tyr Glh Ala Val. Leu Pro Glu Val Arg Lys Val Leu 
475 480 485 

gca gac gtc etc caa gac att gcc aac gac aac ate tec age cca gat 1964 
Ala Asp Val Leu Glh Asp He Ala Asn Asp Asn He Ser Ser Pro Asp 
490 495 500 
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tac act cag gac cct tea gta act ccc tgc tgt aat ccc tac caa att 
Tyr Thr Gin Asp Pro Ser Val Thr Pro Cys Cys Asn Pro Tyr Gin He 
505 510 515 

gec tgc cgc tgt caa gec gca taacagacca atttttattc cacgaggagg 
Ala Cys Arg Cys Gin Ala Ala 
520 525 

agtacctgga aattaggcaa gtttgettec aaatttcatt tttaccctct ttacaaacac 

aegctttagt ttagtcttgg agtttagttt tggagttagc ettgeatate ccttctgtat 

cctgtccctc ctccacgccg acccgagagc agctgagctg cgctggctct gggcagggag 2243 

tgtgccttaa tgggaagcac aegggctttg gagtcaggca caggtgccag ctccagcttt 2303 

tgaacttggg caattgttta acctaacctg caagttgatt ttgagggtta aataaaggca 2363 

tacatgaaaa tgcctggcaa attacctgac acagagcaga cattcaatac attttagttt 2423 



2012 



2063 



2123 



2183 
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ccttgtttct ctggttccca gtttctctgg tcattttggt gtaaatccat tctaattagt 2483 

atttagggca gagcttctct ctcttttctc tttttttcct tccacaaacc agtgtactca 2543 

ctggtctcca tctttaatat gcaaacaaat cacctgggat cttgtgagaa tccggattct 2603 

gtctcagtag ggctcgagta gatcctgaaa tcctacattt ctatcaaaca atgccttgag 2663 

gagcacagat ttagaccaaa gttaggtcgt tttccagatc tcagagcaga cgagtccatg 2723 

gataagtctg tggcccaatc cccttcctct ccttttaagg gtgaaatgac tgcatttaaa 2783 

agaagttaaa gagttcctcc tgtcccctat aaccacaagg aaacaaaaaa atatataaaa 2843 

acctcaaaaa tgcattgcca tgattttatt attagtgtcc aaaatgggac tcccaagtaa 2903 

taaatgattt attccagcca cagccaaaaa agactttgcc tggctaaaag agtctctctc 2963 

taagtatgta atatacaaga aatacaattc aaagagatgt tcctataagt acatttttta 3023 

cacggcatat atttaaaaag gaggcccctt ttaatataaa attccggtta tataccaata 3083 
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tggttaatta gcatttacac tatagtttga acgtatttta aatagcatga tgtgtataca 3143 



atgtctcccg cgcccattgg caaccagggt cgtgggaagc ttggtgagga gttaaccagg 3203 



tcctgtggtt taagcagtgg agcacccggg attcctgccc ccctttctgc tcacacaatt 3263 



gcactccatt cttccgcctt ccttgttttc tccaaaacca cctgataggg gggatgtcct 3323 



gatttctgag gtgtgcttct catcatgact gcttcgtttt gcccttctga tttccacggc 3383 



acaagattat ctaccaaaat caaaacagaa tggccttact cttctcagga agaggctggt 3443 



aggcaggtgc attatcaaca ggtctgtgcc catgcagagt gagcagggag aggctgggca 3503 



ctgtggaatt tttctgtctg aactcgctca tggccacaga atggtcaccc agcttattta 3563 



ggtgtagaca agtatgacac agttctagaa aatactgact ataaaaatgt ctctgtgtgt 3623 



gtgtgtatgt atttatatgt atatgtatat atttttaaaa ggctcatctt acttgtaaac 3683 
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atggactgct caatcactat taaaaagtca gtttaggctg ggcgcggtgg ctcacgcctg 3743 



tagtcccaga gctttgggag gctgaggtgg gtggatcact gggtcaggag tttgagacca 3803 



gcctggccaa catggtgaaa ccccatcgct actaaaaaat acaaaaatta gccgggcatg 3863 



gtggcgctca cctgtaatcc cggctactcg ggaggctgag gcaggagaga atcgcttgaa 3923 



ccggggaggt ggaggctgca gtgagccgag atcgcaccac tgcactccag cctgggtgat 3983 



ggagcaagac tccatctcaa aaaaaaaaaa gtcagtttag gctgggcgca gtggctcaca 4043 



cctgtagtcc cagcacttta ggaggctgag gggggtgatc acctgaggtc aggagtttga 4103 



gaccagcctg gccaacatgg tgaaatcctg tctctgctaa aaatacaaaa tttagctggg 4163 



catggtggcg tgcctgaaac cccagctact tgggaggctg aggcactaga atcgcttgag 4223 



cctgggaggt ggaggttgca gtgagtggag atcgcgccaa cacattctag cctgagggac 4283 



agagtgagac tctatcatct c 
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<210> 2 

<211> 525 

<212> PRT 

<213> Homo sapiens 

<400> 2 

Met Gly Trp Leu Phe Leu Lys Val Leu Leu Ala Gly Val Ser Phe Ser 
1 5 10 15 

Gly Phe Leu Tyr Pro Leu Val. Asp Phe Cys He Ser Gly Lys Thr Arg 
20. 25 30 



Gly Gin Lys Pro Asn Phe Val He He Leu Ala Asp Asp Met Gly Trp 
35 40 45 
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Gly Asp Leu Gly Ala Asn Trp Ala Glu Thr Lys Asp Thr Ala Asn Leu 
50 55 60 

Asp Lys Met Ala Ser Glu Gly Met Arg Phe Val Asp Phe His Ala Ala 
65 70 75 80 

Ala Ser Thr Cys Ser Pro Ser Arg Ala Ser. Leu Leu Thr Gly Arg Leu 
85 90 95 

Gly Leu Arg Asn Gly Val Thr Arg Asn Phe Ala Val Thr Ser Val Gly 
100 105 - 110 

Gly Leu Pro Leu Asn Glu Thr Thr Leu Ala Glu Val Leu Gin Gin Ala 
115 120 125 

Gly Tyr Val Thr Gly He He Gly Lys Trp His Leu Gly His His Gly 
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130 135 140 

Ser Tyr His Pro Asn Phe Arg Gly Phe Asp Tyr Tyr Phe Gly He Pro 

4 

145 150 155 160 

Tyr Ser His Asp Met Gly Cys Thr Asp Thr Pro Gly Tyr Asn His Pro 
165 170 175 

Pro Cys Pro Ala Cys Pro Gin Gly Asp Gly Pro Ser Arg Asn Leu Gin 
180 185 190 

• Arg Asp Cys Tyr Thr Asp. Val Ala Leu Pro Leu Tyr Glu Asn Leu Asn 
195 200 205 

He Val Glu Gin Pro Val Asn Leu Ser Ser Leu Ala Gin Lys Tyr Ala 
210 215 -220 
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Glu Lys Ala Thr Gin Phe He Gin Arg Ala Ser Thr Ser Gly Arg Pro 

225 230 235 240 

Phe Leu Leu Tyr Val Ala Leu Ala His Met His Val Pro Leu Pro Val 

245 250 255 



Thr Gin Leu Pro Ala Ala Pro Arg Gly Arg Ser Leu Tyr Gly Ala Gly 
260 265 270 



Leu Trp Glu Met Asp Ser Leu Val Gly Gin He Lys Asp Lys Val Asp 
275 280 285 



His Thr Val Lys Glu Asn Thr Phe Leu Trp Phe Thr Gly Asp Asn Gly 
290 295 300 
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Pro Trp Ala Gin Lys Cys Glu Leu Ala Gly Ser Val Gly Pro Phe Thr 
305 310 315 320 

Gly Phe Trp Gin Thr Arg Gin Gly Gly Ser Pro Ala Lys Gin Thr Thr 
325 . 330 335 

Trp Glu Gly Gly His Arg Val Pro Ala Leu Ala Tyr Trp Pro Gly Arg 
340 . 345 350 

Val Pro Val Asn Val Thr Ser Thr Ala Leu Leu Ser Val- Leu Asp He 
355 360 365 

Phe Pro Thr Val Val Ala Leu Ala Gin Ala Ser Leu Pro Gin Gly Arg 
370 375 380 
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Arg Phe Asp Gly Val- Asp Val Ser Glu Val Leu Phe Gly Arg Ser Gin 

385 390 395 400 

Pro Gly His Arg Val Leu Phe His Pro Asn Ser Gly Ala Ala Gly Glu 
405 410 415 

Phe Gly Ala Leu Gin Thr Val Arg Leu Glu Arg Tyr Lys Ala Phe Tyr 
420 425 430 

He Thr Gly Gly Ala Arg Ala Cys Asp Gly Ser Thr Gly Pro Glu Leu 
435 440 445 

Gin His Lys Phe Pro Leu He Phe Asn Leu Glu Asp Asp Thr Ala Glu 
450 455 460 



Ala Val Pro Leu Glu Arg Gly Gly Ala Glu Tyr Gin Ala Val Leu Pro 
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465 470 475 480 

Glu Val Arg Lys Val Leu Ala Asp Val Leu Gin Asp He Ala Asn Asp 
485 490 495 

Asn He Ser Ser Pro Asp Tyr Thr Gin Asp Pro Ser Val Thr Pro Cys 
500 505 510 

Cys Asn Pro Tyr Gin He Ala Cys Arg Cys Gin Ala Ala 
515 520 525 

<210> 3 
<211> 2258 
<212> DNA 



<213> 



Homo sapiens 
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<220> 

<221> CDS 

<222> (20).. (1201) 

<400> 3 

ggcgttggct gctagagcg atg ccg ggc egg agt tgc gtc gec tta gtc etc 

Met Pro Gly Arg Ser Cys Val Ala Leu Val Leu 
1 5 10 

ctg get gee gcg tea get gtg ccg teg cag cac gcg ccg ccg tgg aca 
Leu Ala Ala Ala Ser Ala Val Pro Ser Gin His Ala Pro Pro Trp Thr 
15 20 25 

gag gac tgc aga aaa tea acc tat cct cct tea gga cca acg tac aga 
Glu Asp Cys Arg Lys Ser Thr Tyr Pro Pro Ser Gly Pro Thr Tyr Arg 
30 35 40 

ggt gca gtt cca tgg tac acc ata aat ctt gac tta cca ccc tac aaa 
Gly Ala Val Pro Trp Tyr Thr He Asn Leu Asp Leu Pro Pro Tyr Lys 
45 '50 55 



52 



100 



148 



196 



WO 2005/052154 PCT/JP2004/017995 

21/158 

aga tgg cat gaa ttg atg ctt gac aag gca cca atg eta aag gtt ata 244 

Arg Trp His Glu Leu Met Leu Asp Lys Ala Pro Met Leu Lys Val He 

60 65 70 75 

gtg aat tct ctg aag aat atg ata aat aca ttc gtg cca agt gga aaa 292 
Val Asn Ser Leu Lys Asn Met He Asn Thr Phe Val Pro Ser Gly Lys 
80 85 90 

gtt atg cag gtg gtg gat gaa aaa ttg cct ggc eta ctt ggc aac ttt 340 
Val Met Gin Val Val Asp Glu Lys Leu Pro Gly Leu Leu Gly Asn Phe 
95 100 105 

cct ggc cct ttt gaa gag gaa atg aag ggt att gee get gtt act gat 388 
Pro Gly Pro Phe Glu Glu Glu Met Lys Gly He Ala Ala Val Thr Asp 
110 115 .120 

ata cct tta gga gag att att tea ttc aat att ttt tat gaa tta ttt 436 
He Pro Leu Gly Glu He He Ser Phe Asn He Phe Tyr Glu Leu Phe 
125 130 135 



acc att tgt act tea ata gta gca gaa gac aaa aaa ggt cat eta ata 



484 
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Thr He Cys Thr Ser He Val Ala Glu Asp Lys Lys Gly His Leu He 
140 145 150 155 

cat ggg aga aac atg gat ttt gga gta ttt ctt ggg tgg aac ata aat 532 
His Gly Arg Asn Met Asp Phe Gly Val Phe Leu Gly Trp Asn He Asn 
160 165 170 

aat gat acc tgg gtc ata act gag caa eta aaa cct tta aca gtg aat 580 
Asn Asp Thr Trp Val He Thr Glu Gin Leu Lys Pro Leu Thr Val Asn 
175 180 185 

ttg gat ttc caa aga aac aac aaa act gtc ttc aag get tea age ttt 628 
Leu Asp Phe Gin Arg Asn Asn Lys Thr Val Phe Lys Ala Ser Ser Phe 
190 195 200 

get ggc tat gtg ggc atg tta aca gga ttc aaa cca gga ctg ttc agt 676 
Ala Gly Tyr Val Gly Met Leu Thr Gly Phe Lys Pro Gly Leu Phe Ser 
205 210 215 



ctt aca ctg aat gaa cgt x ttc agt ata aat ggt ggt tat ctg ggt att 
Leu Thr Leu Asn Glu Arg Phe Ser He Asn Gly Gly Tyr Leu Gly He 



724 
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220 225 230 235 

eta gaa tgg att ctg gga aag aaa gat gec atg tgg ata ggg ttc etc 772 
Leu Glu Trp lie Leu Gly Lys Lys Asp Ala Met Trp He Gly Phe Leu 
240 245 250 

act aga aca gtt ctg gaa aat age aca agt tat gaa gaa gee aag aat 820 
Thr Arg Thr Val Leu Glu Asn Ser Thr Ser Tyr Glu Glu Ala Lys Asn 
255 260 265 

tta ttg ace aag ace aag ata ttg gee cca gec tac ttt ate ctg gga 868 
Leu Leu Thr Lys Thr Lys lie Leu Ala Pro Ala Tyr Phe He Leu Gly 
270 275 280 

ggc aac cag tet ggg gaa ggt tgt gtg att aca cga gac aga aag gaa 916 
Gly Asn Gin Ser Gly Glu Gly Cys Val He Thr Arg Asp Arg Lys Glu 
285 290 295 



tea ttg gat gta tat gaa etc gat get aag cag ggt. aga tgg tat gtg 
Ser Leu Asp Val Tyr Glu Leu Asp Ala Lys Gin Gly Arg Jrp Tyr Val 
300 305 310 315 



964 
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gta caa aca aat tat gac cgt tgg aaa cat ccc ttc ttc ctt gat gat 1012 
Val Gin Thr Asn Tyr Asp Arg Trp Lys His Pro Phe Phe Leu Asp Asp 
320 325 330 

cgc aga acg cct gca aag atg tgt ctg aac cgc acc age caa gag aat 1060 
Arg Arg Thr Pro Ala Lys Met Cys Leu Asn Arg Thr Ser Gin Glu Asn 
335 340 345 

ate tea ttt gaa acc atg tat gat gtc ctg tea aca aaa cct gtc etc 1108 
He Ser Phe Glu Thr Met Tyr Asp Val Leu Ser Thr Lys Pro Val Leu 
350 355 360 

aac aag ctg acc gta tac aca acc ttg ata gat gtt acc aaa ggt caa 1156 
Asn Lys Leu Thr Val Tyr Thr Thr Leu He Asp Val Thr Lys Gly Gin 
365 370 375 

ttc gaa act tac ctg egg gac tgc cct gac cct tgt ata ggt tgg 1201 
Phe Glu Thr Tyr Leu Arg Asp Cys Pro Asp Pro Cys He Gly Trp 
380 ' 385 390 
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tgagcacacg tctggcctac agaatgcggc ctctgagaca tgaagacacc atctccatgt 1261 



gaccgaacac tgcagctgtc tgaccttcca aagactaaga ctcgcggcag gttctctttg 



agtcaatagc ttgtcttcgt ccatctgttg acaaatgaca gacttttttt ttttccccct 1381 



atcagttgat ttttcttatt tatagataac ttctttaggg gaagtaaaac agtcatctag 1441 



aattcactga gttttgtttc actttgacat ttggggatct ggtgggcagt cgaaccatgg 1501 



tgaactccac ctccgtgaat aaatggagat tcagcgtggg tgttgaatcc agcacgtctg 1561 



tgtgagtaac gggacagtaa acactccaca ttcttcagtt tttcacttct acctacatat 



ttgtatgttt ttctgtataa cagccttttc cttctggttc taactgctgt taaaattaat 1681 



atatcattat ctttgctgtt attgacagcg atataatttt attacatatg attagaggga 1741 



tgagacagac attcacctgt atatttcttt taatgggcac aaaattggtg cctttgcctc 1801 



taaatagcac tttttcgggg tcaagaagta atcagatgca aagcaatcgt ttatacaata 1861 
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attgaagcgc acctttcaat accactccag tacctaagga agtgctacta aactgcatcc 1921 

acgtctgtat agtaataaca gtcaagctgg aatcgaggac caattaattc caatggcaca 1981 

gagtagcatt catgtaataa acaggttttt agtttgttct tcagattgat agggagtttt 2041 

aaagaaattt tagtagttac taaaattatg ttactgtatt tttcagaaat ccaactgctt 2101 

atgaaaagta ctaatagaac ttgttaacct ttctaacctt cacgattaac tgtgaaatgt 2161 

acgtcatttg tgcaagaccg tttgtccact tcattttgta taatcacagt tgtgttcctg 2221 

acactcaata aacagtcatt ggaaagagaa aaaaaaa 2258 

<210> 4 

<211> 394 

<212> PRT 

<213> Homo sapiens 
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PCT/JP2004/017995 



<400> 4 

Met Pro Gly Arg Ser Cys Val Ala Leu Val Leu Leu Ala Ala Ala Ser 
15 10 15 

Ala Val Pro Ser Gin His Ala Pro Pro Trp Thr Glu Asp Cys Arg Lys 
20 25 30 

Ser Thr Tyr Pro Pro Ser Gly Pro Thr Tyr Arg Gly Ala Val Pro Trp 
35 40 45 

Tyr Thr He Asn Leu Asp Leu Pro Pro Tyr Lys Arg Trp His Glu Leu 
50 55 60 



Met Leu Asp Lys Ala Pro Met Leu Lys Val He Val Asn Ser Leu Lys 
65 70 75 80 
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Asn Met He Asn Thr Phe Val Pro Ser Gly Lys Val Met Gin Val Val 
85 90 95 



Asp Glu Lys Leu Pro Gly Leu Leu Gly Asn Phe Pro Gly Pro Phe Glu 
100 105 HO 



Glu Glu Met Lys Gly He Ala Ala Val Thr Asp He Pro Leu Gly Glu 
115 120 125 



He He Ser Phe Asn He Phe Tyr Glu Leu Phe Thr Ile-Cys Thr Ser 
130 135 140 



He Val Ala Glu Asp Lys Lys Gly His Leu He His Gly Arg Asn Met 
145 150 155 160 
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Asp Phe Gly Val Phe Leu Gly Trp Asn He Asn Asn Asp Thr Trp Val 
165 170 175 

He Thr Glu Gin Leu Lys Pro Leu Thr Val Asn Leu Asp Phe Gin Arg 
180 185 190 

Asn Asn Lys Thr Val Phe Lys Ala Ser Ser Phe Ala Gly Tyr Val Gly 
195 200 205 

Met Leu Thr Gly Phe Lys Pro Gly Leu Phe Ser Leu Thr Leu Asn Glu 
210 215 220 

Arg Phe Ser He Asn Gly Gly Tyr Leu Gly He Leu Glu Trp He Leu 
225 230 235 240 



Gly Lys Lys Asp Ala Met Trp He Gly Phe Leu Thr Arg Thr Val Leu 
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245 250 255 

Glu Asn Ser Thr Ser Tyr Glu Glu Ala Lys Asn Leu Leu Thr Lys Thr 
260 265 270 

Lys He Leu Ala Pro Ala Tyr Phe He Leu Gly Gly Asn Gin Ser Gly 
275 280 285 

Glu Gly Cys Val He Thr Arg Asp Arg Lys Glu Ser Leu Asp Val Tyr 
290 295 300 

Glu Leu Asp Ala Lys Gin Gly Arg Trp Tyr Val Val Gin Thr Asn Tyr 
305 310 315 320 



Asp Arg Trp Lys His Pro Phe Phe Leu Asp Asp Arg Arg Thr Pro Ala 
325 330 335 
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Lys Met Cys Leu Asn Arg Thr Ser Gin Glu Asn He Ser Phe Glu Thr 
340 345 350 

Met Tyr Asp Val Leu Ser Thr Lys Pro Val Leu Asn Lys Leu Thr Val 
355 360 365 

Tyr Thr Thr Leu He Asp Val Thr Lys Gly Gin Phe Glu Thr Tyr Leu 
370 375 380 

Arg Asp Cys Pro Asp Pro Cys He Gly Trp 
385 390 

<210> 5 
<211> 1336 
<212> DNA • 
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<213> Homo sapiens 



<220> 

<221> CDS 

<222> (474)., (1241) 

<400> 5 

agcacagtcc cgcggacggc tgagcgtgtg gctgcaggag cttctgtggg agtacggtca 60 

tgagcctttt gctgtactat gccctccctg ccctgggcag ctatgccatg ctctccatct 120 

tcttcctgcg ccggcctcat ctgctgcaca cgcccagggc tcccaccttc cgcatccgcc 180 

tgggggccca ccgaggagga tctggagagc tgctggagaa caccatggag gccatggaga 240 

agtgagtgta tctgcccctg cccaggctgc catgtgaggg tgtgcaggtc gtggactgca 300 

tcacagcaag ggacgccatt cacttcctag ctgggtgact ggcgccccct ggaggtggcc 360 

tgcacatccc gccacgaact ccgctctcac attcccggcc. acctcccagc caccatgccc 420 
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ctcatcccag tcccctgccc ctgccccccg ctgaccttca cccccacagc tec atg 476 

Met 
1 



gec cag cgc teg gac etc ctg gag etc gac tgt cag ctg aca egg gac 
Ala Gin Arg Ser Asp Leu Leu Glu Leu Asp Cys Gin Leu Thr Arg Asp 
5 10 15 



524 



aga gtg gtg gtg gtg tea cat gat gag aac ctg tgc cgc cag teg ggc 
Arg Val Val Val Val Ser His Asp Glu Asn Leu Cys Arg Gin Ser Gly 
20 25 30 



572 



eta aac agg gat gtg ggc age ctg gac ttc gag gac ctg- ccc c.tc tac 620 
Leu Asn Arg Asp Val Gly Ser Leu Asp Phe Glu Asp Leu Pro Leu Tyr 
35 40 45 . 

aag gag aag ctg gag gtt tac. ttc tct cca 
Lys Glu Lys Leu Glu Val Tyr Phe Ser Pro 
50 ' 55 



ggc cac ttt get cac ggg boo 
Gly His Phe Ala His Gly 
60 65 
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tea gac egg cgc atg gtt cgt ctg gag gac ctg ttc cag agg ttt cca 716 
Ser Asp Arg Arg Met Val Arg Leu Glu Asp Leu Phe Gin Arg Phe Pro 
70 75 80 

agg aca ccc atg age gta gag ate aaa ggg aag aac gaa gag etc ate 764 
Arg Thr Pro Met Ser Val Glu He Lys Gly Lys Asn Glu Glu Leu He 
85 90 95 



cgt gag ata gca ggc ttg gtg aga cgc tat gac cgt aat gaa ate ace 
Arg Glu He Ala Gly Leu Val Arg Arg Tyr Asp Arg Asn Glu He Thr 
100 105 HO 

ate tgg gee teg gag aag age teg gtc atg aag aaa tgc aag get gee 
He Trp Ala Ser Glu Lys Ser Ser Val Met Lys Lys Cys Lys Ala Ala 
. 115 120 125 

aac ccc gag atg ccc ctg tec ttc aca ata age cga gga ttc tgg gtg 
Asn Pro Glu Met Pro Leu Ser Phe Thr He Ser Arg Gly Phe Trp Val 
130 135 140 145 

ctg ctt tec tac tac ctg ggg ctg ctg ccc ttc ate cca ate cct gag 



812 



860 



908 



956 
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Leu Leu Ser Tyr Tyr Leu Gly Leu Leu Pro Phe lie Pro He Pro Glu 
150 155 160 

aag ttc ttc ttc tgc ttc ctg ccc aac ate ate aac agg acc tat ttc 1004 
Lys Phe Phe Phe Cys Phe Leu Pro Asn He He Asn Arg Thr Tyr Phe 
165 170 175 

cca ttt tec tgc tct tgc ctg aac cag tta ttg get gtg gtt teg aaa 1052 
Pro Phe Ser Cys Ser Cys Leu Asn Gin Leu Leu Ala Val Val Ser Lys 
180 185 190 

tgg ctg ate. atg agg aag agt ctg ate cga cac ttg gag gag cga ggg 1100 
Trp Leu He Met Arg Lys Ser Leu He Arg His Leu Glu Glu Arg Gly 
195 200 205 

gtg cag gtg gtc ttt tgg tgc ctt aat gaa gag teg gat ttt gaa gca 1148 
Val Gin Val Val Phe Trp Cys Leu Asn Glu Glu Ser Asp Phe Glu Ala 
210 215 220 225 



gec ttc age gtg gga gec act ggc gtc ata acg gat tat ccc aca gec 
Ala Phe Ser Val Gly Ala Thr Gly Val He Thr Asp Tyr Pro Thr Ala 



1196 
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230 235 240 



1241 



ctg egg cac tac ctg gac aac cat gga cca get gee egg acc tec 
Leu Arg His Tyr Leu Asp Asn His Gly Pro Ala Ala Arg Thr Ser 
245 250 255 



taagtccaga agectcgagg tcttctgttt ctcttcctga aaaataaata tttgecttte 1301 



1 *^*^fi 

gatcaaaaaa aaaaaaaaaa aaaaaaaaaa aaaaa. 



<210> 6 

<211> 256 

<212> PRT 

<213> Homo, sapiens 

<400> 6 

Met Ala Gin Arg Ser Asp Leu Leu Glu Leu Asp Cys Gin Leu Thr Arg 
15 10 15 
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Asp Arg Val Val Val Val Ser His Asp Glu Asn Leu Cys Arg Gin Ser 
20 25 30 

Gly Leu Asn Arg Asp Val Gly Ser Leu Asp Phe Glu Asp Leu Pro Leu 
35 40 45 

Tyr Lys Glu Lys Leu Glu Val Tyr Phe Ser Pro Gly His Phe Ala His 
50 55 60 

Gly Ser Asp Arg Arg Met Val Arg Leu Glu Asp Leu Phe- Gin Arg Phe 
65 70 75 80 



Pro Arg Thr Pro Met Ser Val Glu He Lys Gly Lys Asn Glu Glu Leu 
85 90 95 
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He Arg Glu He Ala Gly Leu Val Arg Arg Tyr Asp Arg Asn Glu He 
100 105 110 

Thr He Trp Ala Ser Glu Lys Ser Ser Val Met Lys Lys Cys Lys Ala 
115 120 125 

Ala Asn Pro Glu Met Pro Leu Ser Phe Thr He Ser Arg Gly Phe Trp 
130 135 140 

Val Leu Leu Ser Tyr Tyr Leu Gly Leu Leu Pro Phe He Pro He Pro 
145 150 155 160 

Glu Lys Phe Phe Phe Cys Phe Leu Pro Asn He He Asn Arg Thr Tyr 
165 170 175 

Phe Pro Phe Ser Cys Ser Cys Leu Asn Gin Leu Leu Ala Val Val Ser 
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180 185 190 

Lys Trp Leu He Met Arg Lys Ser Leu He Arg His Leu Glu Glu Arg 
195 200 205 

Gly Val Gin Val Val Phe Trp Cys Leu Asn Glu Glu Ser Asp Phe Glu 
210 215 220 

Ala Ala Phe Ser Val Gly Ala Thr Gly Val He Thr Asp Tyr Pro Thr 
225 230 235 240 

Ala Leu Arg His Tyr Leu Asp Asn His Gly Pro Ala Ala Arg Thr Ser 
245 250 255 

<210> 7 
<211> 2631 



WO 2005/052154 



PCT/JP2004/017995 



40/158 



<212> DNA - 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (19).. (2214) 

<400> 7 

gagagcactg cagcagca atg acg gag ggc acg tgt ctg egg cgc cga ggg 51 

Met Thr Glu Gly Thr Cys Leu Arg Arg Arg Gly 
15 10 

ggc ccc tac aag acc gag ccc gec acc gac etc ggc cgc tgg cga etc 99 
Gly Pro Tyr Lys Thr Glu Pro Ala Thr Asp Leu Gly Arg Trp Arg Leu 
15 " 20 25 

aac tgc gag agg ggc egg cag acg tgg acc tac ctg cag gac gag cgc - 147 
Ash Cys Glu Arg Gly Arg Gin Thr Trp Thr Tyr Leu Gin Asp Glu Arg 
30 35 40 
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gcc ggc cgc gag cag acc ggc ctg gaa gcc tac gcc ctg ggg ctg gac 195 
Ala Gly Arg Glu Gin Thr Gly Leu Glu Ala Tyr Ala Leu Gly Leu Asp 
45 50 55 

acc aag aat tac ttt aag gac ttg ccc aaa gcc cac acc gcc ttt gag 243 
Thr Lys Asn Tyr Phe Lys Asp Leu Pro Lys Ala His Thr Ala Phe Glu 
60 65 70 75 

ggg get ctg aac ggg atg aca ttt tac gtg ggg ctg cag get gag gat 291 
Gly Ala Leu Asn Gly Met Thr Phe Tyr Val Gly Leu Gin Ala Glu Asp 
80 85 90 

ggg cac tgg acg ggt gat tat ggt ggc cca ctt ttc etc ctg cca ggc 339 
Gly His Trp Thr Gly Asp Tyr Gly Gly Pro Leu Phe Leu Leu Pro Gly 
95. 100 105 

etc ctg ate act tgc cac gtg gca cgc ate cct ctg cca gcc gga tac 387 
Leu Leu He Thr Cys His Val Ala Arg He Pro Leu Pro Ala Gly Tyr 
110 115 120 



aga gaa gag att gtg egg tac ctg egg tea gtg cag etc cct gac ggt 435 
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Arg Glu Glu He Val Arg Tyr Leu Arg Ser Val Gin Leu Pro Asp Gly 
125 130 135 

ggc tgg ggc ctg cac att gag gat aag tec acc gtg ttt ggg act gcg 483 
Gly Trp Gly Leu His He Glu Asp Lys Ser Thr Val Phe Gly Thr Ala 
140 145 150 155 

etc aac tat gtg tct etc aga att ctg ggt gtt ggg cct gac gat cct 531 
Leu Asn Tyr Val Ser Leu Arg He Leu Gly Val Gly Pro Asp Asp Pro 
160 165 170 

gac ctg gta cga gee egg aac att ctt cac aag aaa ggt ggt get gtg 579 
Asp Leu Val Arg Ala Arg Asn He Leu His Lys Lys Gly Gly Ala Val 
175 180 - 185 

gee ate ccc tec tgg ggg aag ttc tgg ctg get gtc ctg aat gtt tac 627 
Ala He Pro Ser Trp Gly Lys Phe Trp Leu Ala Val Leu Asn Val Tyr 
190 195 200 



age tgg gaa ggc etc aat acc ctg ttc cca gag atg tgg ctg ttt cct 
Ser Trp Glu Gly Leu Asn Thr Leu Phe Pro Glu Met Trp Leu Phe Pro 



675 
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205 210 215 

gac tgg gca ccg gca cac ccc tec aca etc tgg tgc cac tgc egg cag . 723 
Asp Trp Ala Pro Ala His Pro Ser Thr Leu Trp Cys His Cys Arg Gin 
220 225 230 235 

gtg tac ctg ccc atg age tac tgc tac gee gtt egg ctg agt gee gcg 771 
Val Tyr Leu Pro Met Ser Tyr Cys Tyr Ala Val Arg Leu Ser Ala Ala 
240 245 250 



cag gag etc tat gtg gag gac 819 
Gin Glu Leu Tyr Val Glu Asp 
265 

ttc gee age att gac tgg ctg gcg cag agg aac aac gtg gec ccc gac 867 
Phe Ala Ser He Asp Trp Leu Ala Gin Arg Asn Asn Val Ala Pro Asp 
270 275 280 

gag ctg tac acg ccg cac age tgg ctg etc cgc gtg gta tat gcg etc 915 
Glu Leu Tyr Thr Pro His Ser Trp Leu Leu Arg Val Val Tyr Ala Leu 
285 .290 295 



gaa gac ccg ctg gtc cag age etc cgc 
Glu Asp Pro Leu Val Gin Ser Leu Arg 
255 260 
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etc aac ctg tat gag cac cac cac agt gec cac ctg egg cag egg gee 963 

Leu Asn Leu Tyr Glu His His His Ser Ala His Leu Arg Gin Arg Ala 
300 305 310 315 

gtg cag aag ctg tat gaa cac att gtg gec gac gac cga ttc acc aag 1011 

Val Gin Lys Leu Tyr Glu His He Val Ala Asp Asp Arg Phe Thr Lys 
320 325 330 



age ate age ate ggc ccg ate teg aaa acc ate aac atg ctt gtg cgc 1059 

Ser He Ser He Gly Pro He Ser Lys Thr He Asn Met Leu Val Arg 
335 340 345 

tgg tat gtg gac ggg ccc gec tec act gee ttc cag gag cat gtc tec 1107 

Trp Tyr Val Asp Gly Pro Ala Ser Thr Ala Phe Gin Glu His Val Ser 
350 355 360 

aga ate ccg gac tat etc tgg atg ggc ctt gac ggc atg aaa atg cag 1155 

Arg He Pro Asp Tyr Leu Trp Met Gly Leu Asp Gly Met Lys Met Gin 
365 370 375 
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ggc acc aac ggc tea cag ate tgg gac ace gca ttc gee ate cag get 1203 

Gly Thr Asn Gly Ser Gin He Trp Asp Thr Ala Phe Ala He Gin Ala 

380 385 390 395 

ctg ctt gag gcg ggc ggg cac cac agg ccc gag ttt teg tec tgc ctg 1251 

Leu Leu Glu Ala Gly Gly His His Arg Pro Glu Phe Ser Ser Cys Leu 

400 405 410 

cag aag get cat gag ttc ctg agg etc tea cag gtc cca gat aac cct 1299 

Gin Lys Ala His Glu Phe Leu Arg Leu Ser Gin Val Pro Asp Asn Pro 

415 420 425 

ccc gac tac cag aag tac tac cgc cag atg cgc aag ggt ggc ttc tec 1347 

Pro Asp Tyr Gin Lys Tyr Tyr Arg Gin Met Arg Lys Gly- Gly Phe Ser 

430 435 440 

ttc agt acg ctg gac tgc ggc tgg ate gtt tct gac tgc acg get gag 1395 

Phe Ser Thr Leu Asp Cys Gly Trp He Val Ser Asp Cys Thr Ala Glu 

445 450 455 



gee ttg aag get gtg ctg etc ctg cag gag aag tgt ccc cat gtc acc 



1443 
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Ala Leu Lys Ala Val Leu Leu Leu Gin Glu Lys Cys Pro His Val Thr 
460 465 470 475 

gag cac ate ccc aga gaa egg etc tgc gat get gtg get gtg ctg ctg 1491 
Glu His He Pro Arg Glu Arg Leu Cys Asp Ala Val Ala Val Leu Leu 
480 485 490 



aac atg aga aat cca gat gga ggg ttc gec ace tat gag acc aag cgt 1539 
Asn Met Arg Asn Pro Asp Gly Gly Phe Ala Thr Tyr Glu Thr Lys Arg 
495 500 505 

ggg ggg cac ttg ctg gag ctg ctg aac ccc teg gag gtc ttc ggg gac 1587 
Gly Gly His Leu Leu Glu Leu Leu Asn Pro Ser Glu Val Phe Gly Asp 
510 515 520 



ate atg att gac tac acc tat gtg gag tgc acc tea gec gtg atg cag 1635 
He Met He Asp Tyr Thr Tyr Val Glu Cys Thr Ser Ala Val Met Gin 
525 530 535 

gcg ctt aag tat ttc cac aag cgt ttc ccg gag cac agg gca gcg gag 1683 
Ala Leu Lys Tyr Phe His Lys Arg Phe Pro Glu His Arg Ala Ala Glu 
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540 545 550 555 

ate egg gag ace etc acg cag ggc tta gag ttc tgt egg egg cag cag 1731 
He Arg Glu Thr Leu Thr Gin Gly Leu Glu Phe Cys Arg Arg Gin Gin 
560 565 570 

agg gee gat ggc tec tgg gaa ggc tec tgg gga gtt tgc ttc ace tac 1779 
Arg Ala Asp Gly Ser Trp Glu Gly Ser Trp Gly Val Cys Phe Thr Tyr 
575 580 585 

ggc ace tgg ttt ggc ctg gag gee ttc gee tgt atg ggg cag ace tac 1827 
Gly Thr Trp Phe Gly Leu Glu Ala Phe Ala Cys Met Gly Gin Thr Tyr 
590 595 600 

cga gat ggg act gee tgt gca gag gtc tec egg gec tgt gac ttc ctg 1875 
Arg Asp Gly Thr Ala Cys Ala Glu Val Ser Arg Ala Cys Asp Phe Leu 
605 610 615 

ctg tec egg cag atg gca gac gga ggc tgg ggg gag gac ttt gag tec 1923 
Leu Ser Arg Gin Met Ala Asp Gly Gly Trp Gly Glu Asp Phe Glu Ser 
620 625 630 635 
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tgc gag gag egg cgt tat ttg cag agt gec cag tec cag ate cat aac 1971 
Cys Glu Glu Arg Arg Tyr Leu Gin Ser Ala Gin Ser Gin He His Asn 
640 645 650 

aca tgc tgg gec atg atg ggg ctg atg gee gtt egg cat cct gac ate 2019 
Thr Cys Trp Ala Met Met Gly Leu Met Ala Val Arg His Pro Asp He 
655 660 665 

gag gec cag gag aga gga gtc egg tgt eta ctt gag aaa cag etc ccc 2067 
Glu Ala Gin Glu Arg Gly Val Arg Cys Leu Leu Glu Lys Gin Leu Pro 
670 675 680 

aat ggc gac tgg ccg cag gaa aac att get ggg gtc ttc- aac aag tec 2115 
Asn Gly Asp Trp. Pro Gin Glu Asn He Ala Gly Val Phe Asn Lys Ser 
685 690 695 

tgt gee ate tec tac acg age tac agg aac ate ttc ccc ate tgg gee 2163 
Cys Ala He Ser Tyr Thr Ser Tyr Arg Asn He Phe Pro He Trp Ala 
700 705 710 715 
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etc ggc cgc ttc tec cag ctg tac cct gag aga gec ctt get ggc cac 2211 
Leu Gly Arg Phe Ser Gin Leu Tyr Pro Glu Arg Ala Leu Ala Gly His 
720 725 730 

ccc tgagaacatg cctacctgct gggtgccgtc tgtgcgttcc atggccttca 2264 
Pro 



- agtcacagga egcagegatt ccctgccctc ttcggtgtta ttacacaggc aggacttcag 2324 



tgtcagtatc cctgccttca gtcttcttta gaaatcacat ctgtgttcaa tccattgttt 2384 



agagggagtg tatttttcct gttccacgaa gaggactttt tgttcacaat tggatcacaa 2444 



tgcagaggag tctgttcctc ccccgtcggc ttctcggtgc tgggagggtg acctgtccca 2504 



gatgactcat caccctgaca tgetcttgae aaaggacacc accaagagga gatggcagct 2564 



gtaccggtgc agcctctgtc tgagggggat atttgectea gtgtgattaa aaatcagtca 2624 



tgaaaga 



2631 
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<210> 8 

<211> 732 

<212> PRT 

<213> Homo sapiens 

<400> 8 

Met Thr Glu Gly Thr Cys Leu Arg Arg Arg Gly Gly Pro Tyr Lys Thr 
15 10 15 

Glu Pro Ala Thr Asp Leu Gly Arg Trp Arg Leu Asn Cys Glu Arg Gly 
20 25 30 



Arg Gin Thr Trp Thr Tyr Leu Gin Asp Glu .Arg Ala Gly Arg Glu Gin 
35 40 45 
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Thr Gly Leu Glu Ala Tyr Ala Leu Gly Leu Asp Thr Lys Asn Tyr Phe 
50 55 60 

Lys Asp Leu Pro Lys Ala His Thr Ala Phe Glu Gly Ala Leu Asn Gly 
65 70 75 80 

Met Thr Phe Tyr Val Gly Leu Gin Ala Glu Asp Gly His Trp Thr Gly 
85 90 95 

Asp Tyr Gly Gly Pro Leu Phe Leu Leu Pro Gly Leu Leu He Thr Cys 
100 105 - 110 

His Val Ala Arg He Pro Leu Pro Ala Gly Tyr Arg Glu Glu He Val 
115 120 125 

Arg Tyr Leu Arg Ser Val Gin Leu Pro Asp Gly Gly Trp Gly Leu His 



WO 2005/052154 



PCT/JP2004/017995 



52/158 

130 135 140 

He Glu Asp Lys Ser Thr Val Phe Gly Thr Ala Leu Asn Tyr Val Ser 
145 150 155 160 

Leu Arg He Leu Gly Val Gly Pro Asp Asp Pro Asp Leu Val Arg Ala 
165 170 175 

Arg Asn He Leu His Lys Lys Gly Gly Ala Val Ala He Pro Ser Trp 
180 185 190 

Gly Lys Phe Trp Leu Ala Val Leu Asn Val Tyr Ser Trp Glu Gly Leu 
195 200 205 



Asn Thr Leu Phe Pro Glu Met Trp Leu Phe Pro Asp Trp Ala Pro Ala 
210 215 220 
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His Pro Ser Thr Leu Trp Cys His Cys Arg Gin Val Tyr Leu Pro Met 
225 230 235 240 

Ser Tyr Cys Tyr Ala Val Arg Leu Ser Ala Ala Glu Asp Pro Leu Val 
245 250 255 

Gin Ser Leu Arg Gin Glu Leu Tyr Val Glu Asp Phe Ala Ser He Asp 
260 265 270 

Trp Leu Ala Gin Arg Asn Asn Val Ala Pro Asp Glu Leu Tyr Thr Pro 
275 280 285 



His Ser Trp Leu Leu Arg Val Val Tyr Ala Leu Leu Asn Leu Tyr Glu 
290 295 300 
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His His His Ser Ala His Leu Arg Gin Arg Ala Val Gin Lys Leu Tyr 
305 310 315 320 

Glu His He Val Ala Asp Asp Arg Phe Thr Lys Ser He Ser He Gly 
325 330 335 

Pro He Ser Lys Thr He Asn Met Leu Val Arg Trp Tyr Val Asp Gly 
340 345 350 

Pro Ala Ser Thr Ala Phe Gin Glu His Val Ser Arg He Pro Asp Tyr 
355 360 365 

Leu Trp Met Gly Leu Asp Gly Met Lys Met Gin Gly Thr Asn Gly Ser 
370 375 380 
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Gin He Trp Asp Thr Ala Phe Ala He Gin Ala Leu Leu Glu Ala Gly 
385 390 395 400 

Gly His His Arg Pro Glu Phe Ser Ser Cys Leu Gin Lys Ala His Glu 
405 410 415 

Phe Leu Arg Leu Ser Gin Val Pro Asp Asn Pro Pro Asp Tyr Gin Lys 
420 425 430 

Tyr Tyr Arg Gin Met Arg Lys Gly Gly Phe Ser Phe Ser Thr Leu Asp 
435 440 445 

Cys Gly Trp He Val Ser Asp Cys Thr Ala Glu Ala Leu Lys Ala Val 
450 455 460 



Leu Leu Leu Gin Glu Lys Cys Pro His Val Thr Glu His He Pro Arg 
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465 470 475 480 



Glu Arg Leu Cys Asp Ala Val Ala Val Leu Leu Asn Met Arg Asn Pro 
485 490 495 



Asp Gly Gly Phe Ala Thr Tyr Glu Thr Lys Arg Gly Gly His Leu Leu 
500 505 510 



Glu Leu Leu Asn Pro Ser Glu Val Phe Gly Asp He Met He Asp Tyr 
515 520 525 



Thr Tyr Val Glu Cys Thr Ser Ala Val Met Gin Ala Leu Lys Tyr Phe 
530 535 - 540 



His Lys Arg Phe Pro' Glu His Arg Ala Ala Glu He Arg Glu Thr Leu 
545 550 555 560 
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Thr Gin Gly Leu Glu Phe Gys Arg Arg Gin Gin Arg Ala Asp Gly Ser 
565 570 575 

Trp Glu Gly Ser Trp Gly Val Cys Phe Thr Tyr Gly Thr Trp Phe Gly 
580 585 590 

Leu Glu Ala Phe Ala Cys Met Gly Gin Thr Tyr Arg Asp Gly Thr Ala 
595 600 . 605 

Cys Ala Glu Val. Ser Arg Ala Cys Asp Phe Leu Leu Ser Arg Gin Met 
610 615 620 

Ala Asp Gly Gly Trp Gly Glu Asp Phe Glu Ser Cys Glu Glu Arg Arg 
625 630 635 640 
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Tyr Leu Gin Ser Ala Gin Ser Gin He His Asn Thr Cys Trp Ala Met 
645 650 655 



Met Gly Leu Met Ala Val Arg His Pro Asp He Glu Ala Gin Glu Arg 
660 665 670 



Gly Val Arg Cys Leu Leu Glu Lys Gin Leu Pro Asn Gly Asp Trp Pro 
675 680 685 



Gin Glu Asn He Ala Gly Val Phe Asn Lys Ser Cys Ala He Ser Tyr 
690 695 700 



Thr Ser Tyr Arg Asn He Phe Pro He Trp Ala Leu Gly Arg Phe Ser 
705 710 715 720 
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Gin Leu Tyr Pro Glu Arg Ala Leu Ala Gly His Pro 
725 730 



<210> 9 

<211> 1168 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (30).. (800) 

<400> 9 

gagctggaag tgagagcaga tccctaacc atg age acc age caa cca ggg gee 53 

Met Ser Thr Ser Gin Pro Gly Ala 



tgc cca tgc cag gga get gca age cgc ccc gee att etc tac gca ctt 
Cys Pro Cys Gin Gly Ala Ala Ser Arg Pro Ala He Leu Tyr Ala Leu 



101 
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10 15 20 

ctg age tec age etc aag get gtc ccc cga ccc cgt age cgc tgc eta 149 
Leu Ser Ser Ser Leu Lys Ala Val Pro Arg Pro Arg Ser Arg Cys Leu 
25 30 35 40 

tgt agg cag cac egg ccc gtc cag eta tgt gca cct cat cgc ace tgc 197 
Gys Arg Gin His Arg Pro Val Gin Leu Cys Ala Pro His Arg Thr Cys 
45 50. 55 

egg gag gee ttg gat gtt ctg gec aag aca gtg gee ttc etc agg aac 245 
Arg Glu Ala Leu Asp Val Leu Ala Lys Thr Val Ala Phe Leu Arg Asn 

60 65 70 ' 

ctg cca tec ttc tgg cag ctg cct ccc cag gac cag egg egg ctg ctg 293 
Leu Pro Ser Phe Trp Gin Leu Pro Pro Gin Asp Gin Arg Arg Leu Leu 
75 80 85 



cag ggt 
Gin Gly 
90 



tgc tgg ggc ccc etc ttc ctg ctt ggg ttg gee caa gat get 
Cys Trp Gly Pro Leu Phe Leu Leu Gly Leu Ala Gin Asp Ala 
95 100 



341 
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gtg acc ttt gag gtg get gag gec ccg gtg ccc age ata etc aag aag 389 

Val Thr Phe Glu Val Ala Glu Ala Pro Val Pro Ser He Leu Lys Lys 
105 110 115 120 

att ctg ctg gag gag ccc age age agt gga ggc agt ggc caa ctg cca 437 
He Leu Leu Glu Glu Pro Ser Ser Ser Gly Gly Ser Gly Gin Leu Pro 
125 130 135 

• gac aga ccc cag ccc tec ctg get gcg gtg cag tgg ctt caa tgc tgt 485 
Asp Arg Pro Gin Pro Ser Leu Ala Ala Val Gin Trp Leu Gin Cys Cys 
140 145 150 

ctg gag tec ttc tgg age ctg gag ctt age ccc aag gaa tat gee tgc 533 
Leu Glu Ser Phe Trp Ser Leu Glu Leu Ser Pro Lys Glu Tyr Ala Cys 
155 160 165 

ctg aaa ggg acc ate etc ttc aac ccc gat gtg cca ggc etc caa gee 581 
Leu Lys Gly Thr He Leu Phe Asn Pro Asp Val Pro Gly Leu Gin Ala 
170 175 180 
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gcc tec cac att ggg cac ctg cag cag gag get cac tgg gtg ctg tgt 629 

Ala Ser His He Gly His Leu Gin Gin Glu Ala His Trp Val Leu Cys 
185 190 195 200 

gaa gtc ctg gaa ccc tgg tgc cca gca gcc caa ggc cgc ctg ace cgt 677 
Glu Val Leu Glu Pro Trp Cys Pro Ala Ala Gin Gly Arg Leu Thr Arg 
205 210 215 

gtc etc etc acg gcc tec ace etc aag tec att ccg ace age ctg ctt 725 
Val Leu Leu Thr Ala Ser Thr Leu Lys Ser He Pro Thr Ser Leu Leu 
220 225 230 



ggg gac etc ttc ttt cgc cct ate att gga gat gtt gac ate get ggc 773 
Gly Asp Leu Phe Phe Arg Pro He He Gly Asp Val Asp- He Ala Gly 
235 240 245 

ctt ctt ggg gac atg. ctt ttg etc agg tgacctgttc cagcccaggc 820 
Leu Leu Gly Asp Met Leu Leu Leu Arg 
250 255 

agagatcagg tgggcagagg ctggcagtgc tgattcagee tggccatccc cagaggtgac 880 
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ccaatgctcc tggaggggca agcctgtata gacagcactt ggctccttag gaacagctct 940 

tcactcagcc acaccccaca ttggacttcc ttggtttgga cacagtgctc cagctgcctg 1000 

ggaggctttt ggtggtcccc acagcctctg ggccaagact cctgtccctt cttgggatga 1060 

gaatgaaagc ttaggctgct tattggacca gaagtcctat cgactttata cagaactgaa 1120 

ttaagttatt gatttttgta ataaaaggta tgaaacacta aaaaaaaa 1168 

<210> 10 

<211> 257 

<212> PRT 

<213> Homo sapiens 

<400> 10 

Met Ser Thr Ser Gin Pro Gly Ala Cys Pro Cys Gin Gly Ala Ala Ser 
1 5 10 15 
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Arg Pro Ala He Leu Tyr Ala Leu Leu Ser Ser Ser Leu Lys Ala Val 
20 25 30 

Pro Arg Pro Arg Ser Arg Cys Leu Cys Arg Gin His Arg Pro Val Gin 
35 40 45 

Leu Cys Ala Pro His Arg Thr Cys Arg Glu Ala Leu Asp Val Leu Ala 
50 55 60 

Lys Thr Val Ala Phe Leu Arg Asn Leu Pro Ser Phe Trp Gin Leu Pro 
65 70 75 80 



Pro Gin Asp Gin Arg Arg Leu Leu Gin Gly Cys Trp Gly Pro Leu Phe 
85 90 95 
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Leu Leu Gly Leu Ala Gin Asp Ala Val Thr Phe Glu Val Ala Glu Ala 
100 105 HO 

Pro Val Pro Ser He Leu Lys Lys He Leu Leu Glu Glu Pro Ser Ser 
115 120 125 

Ser Gly Gly Ser Gly Gin Leu Pro Asp Arg Pro Gin Pro Ser Leu Ala 
130 135 140 

Ala Val Gin Trp Leu Gin Cys Cys Leu Glu Ser Phe Trp Ser Leu Glu 
145 150 155 160 

Leu Ser Pro Lys Glu Tyr Ala Cys Leu Lys Gly Thr He Leu Phe Asn 
165 170 175 
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Pro Asp Val Pro Gly Leu Gin Ala Ala Ser His He Gly His Leu Gin 
180 185 190 

Gin Glu Ala His Trp Val Leu Cys Glu Val Leu Glu Pro Trp Cys Pro 
195 200 205 

Ala Ala Gin Gly Arg Leu Thr Arg Val Leu Leu Thr Ala Ser Thr Leu 
210 215 220 

Lys Ser He Pro Thr Ser Leu Leu Gly Asp Leu Phe Phe Arg Pro He 
225 230 235 - 240 

He Gly Asp Val Asp He Ala Gly Leu Leu Gly Asp Met Leu Leu Leu 
245 250 255 



Arg 
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<210> 11 

<211> 489 

<212> DNA 

<213> Homo sapiens 



<220> 

<221> CDS 

<222> (43).. (423) 

<400> 11 

agagccgcag gtcagtcgtg aagagggagc tctattgcca cc atg agt ttc tec 54 

Met Ser Phe Ser 
1 

ggc aag tac caa ctg cag age cag gaa aac ttt gaa gee ttc atg aag 102 
Gly Lys Tyr Gin Leu Gin Ser Gin Glu Asn Phe Glu Ala Phe Met Lys 
5 10 15 20 
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gca ate ggt ctg ccg gaa gag etc ate cag aag ggg aag gat ate aag 150 
Ala He Gly Leu Pro Glu Glu Leu He Gin Lys Gly Lys Asp He Lys 
25 30 35 

ggg gtg teg gaa ate gtg cag aat ggg aag cac ttc aag ttc acc ate 198 
Gly Val Ser Glu He Val Gin Asn Gly Lys His Phe Lys Phe Thr He 
40 45 50 

acc get ggg tec aaa gtg ate caa aac gaa ttc acg gtg ggg gag gaa 246 
Thr Ala Gly Ser Lys Val He Gin Asn Glu Phe Thr Val Gly Glu Glu 
55 60 65 

tgt gag ctg gag aca atg aca ggg gag aaa gtc aag aca gtg gtt cag 294 
Cys Glu Leu Glu Thr Met Thr Gly Glu Lys Val Lys Thr Val Val Gin 
70 75 80 

ttg gaa ggt gac aat aaa ctg gtg aca act ttc aaa aac ate aag tct 342 
Leu Glu Gly Asp Asn Lys Leu Val Thr Thr Phe Lys Asn He Lys Ser 
85 90 95 100 
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gtg acc gaa etc aac ggc gac ata ate ace aat ace atg aca ttg ggt 390 
Val Thr Glu Leu Asn Gly Asp He He Thr .Asn Thr Met Thr Leu Gly 
105 110 115 



gac att gtc ttc aag aga ate age aag aga att taaacaagtc tgcatttcat 443 
Asp He Val Phe Lys Arg He Ser Lys Arg He 
120 125 

attattttag tgtgtaaaat taatgtaata aagtgaactt tgtttt 489 



<210> 12 

<211> 127 

<212> PRT 

<213> Homo sapiens 

<400> 12 



Met Ser Phe Ser Gly Lys Tyr Gin Leu Gin Ser Gin Glu Asn Phe Glu 
1 5 " 10 15 
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Ala Phe Met Lys Ala He Gly Leu Pro Glu Glu Leu He Gin Lys Gly 
20 25 30 

Lys Asp He Lys Gly Val Ser Glu He Val Gin Asn Gly Lys His Phe 
35 40 45 

Lys Phe Thr He Thr Ala Gly Ser Lys Val He Gin Asn Glu Phe Thr 
50 55 60 

Val Gly Glu Glu Cys Glu Leu Glu Thr Met Thr Gly Glu Lys Val Lys 
65 70 75 80 



Thr Val Val Gin Leu Glu Gly Asp Asn Lys Leu Val Thr Thr Phe Lys 
85 90 95 
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Asn He Lys Ser Val Thr Glu Leu Asn Gly Asp He lie Thr Asn Thr 
100 105 110 

Met Thr Leu Gly Asp He Val Phe Lys Arg He Ser Lys Arg He 
115 120 125 

<210> 13 

<211> 1783 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (246) . . (1496) 
<220> 

<221> sig_peptide 

<222> (246).. (731) 
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<220> 

<221> mat_peptide 
<222> (732).. (1496) 

<400> 13 

tcgagcccgc tttccaggga ccctacctga gggcccacag gtgaggcagc ctggcctagc 60 

aggccccacg ccaccgcctc tgcctccagg ccgcccgctg ctgcggggcc accatgctcc 120 

tgcccaggcc tggagactga cccgaccccg gcactacctc gaggctccgc ccccacctgc 180 

tggaccccag ggtcccaccc tggcccagga ggtcagccag ggaatcatta acaagaggca 

gtgac atg gcg cag aag gag ggt ggc egg act gtg cca tgc tgc tec 
Met Ala Gin Lys Glu Gly Gly Arg Thr Val Pro Cys Cys Ser 
-160 -155 -150 

aga ccc aag gtg gca get etc act gcg ggg ace ctg eta ctt ctg 332 
Arg Pro Lys Val Ala Ala Leu Thr Ala Gly Thr Leu Leu Leu Leu 
-145 -140 -135 



240 



287 
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aca gcc ate ggg gcg gca tec tgg gee att gtg get gtt etc etc 377 
Thr Ala He Gly Ala Ala Ser Trp Ala He Val Ala Val Leu Leu 
-130 -125 -120 

agg, agt gac cag gag ccg ctg tac cca gtg cag gtc age tct gcg 422 
Arg Ser Asp Gin Glu Pro Leu Tyr Pro Val Gin Val Ser Ser Ala 
-115 -110 -105 

gac get egg etc atg gtc ttt gac aag acg gaa ggg acg tgg egg ctg 470 
Asp Ala Arg Leu Met Val Phe Asp Lys Thr Glu Gly Thr Trp Arg Leu 
-100 -95 -90 

ctg tgc tec teg cgc tec aac gcc agg gta gcc gga ctG age tgc gag 518 
Leu Cys Ser Ser Arg Ser Asn Ala Arg Val Ala Gly Leu Ser Cys Glu 
-85 -80 -75 

gag atg ggc ttc etc agg gca ctg ace cac tec gag ctg gac gtg cga 566 
Glu Met Gly Phe Leu Arg Ala Leu Thr His Ser Glu Leu Asp Val Arg 
-70 -65 -60 
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acg gcg ggc gcc aat ggc acg teg ggc ttc ttc tgt gtg gac gag ggg 614 

Thr Ala Gly Ala Asn Gly Thr Ser Gly Phe Phe Cys Val Asp Glu Gly 
-55 -50 -45 -40 

agg ctg ccc cac acc cag agg ctg ctg gag gtc ate tec gtg tgt gat 662 
Arg Leu Pro His Thr Gin Arg Leu Leu Glu Val He Ser Val Cys Asp 
-35 -30 -25 

tgc ccc aga ggc cgt ttc ttg gcc gcc ate tgc caa gac tgt ggc cgc 710 
Cys Pro Arg Gly Arg Phe Leu Ala Ala He Cys Gin Asp Cys Gly Arg 
-20 -15 -10 

agg aag ctg ccc gtg gac cgc ate gtg gga ggc egg gac acc age ttg 758 
Arg Lys Leu Pro Val Asp Arg He Val Gly Gly Arg Asp Thr Ser Leu 
-5 -11 5 

ggc egg tgg ccg tgg caa gtc age ctt cgc tat gat gga gca cac etc 806 
Gly Arg Trp Pro Trp Gin Val Ser Leu Arg Tyr Asp Gly Ala His Leu 
10 . 15 20 25 



tgt ggg gga tec ctg etc tec ggg gac tgg gtg ctg aca gcc gcc cac 



854 
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Cys Gly Gly Ser Leu Leu Ser Gly Asp Trp Val Leu Thr Ala Ala His 
30 35 40 

tgc ttc ccg gag egg aac egg gtc ctg tec cga tgg cga gtg ttt gee 902 
Cys Phe Pro Glu Arg Asn Arg Val Leu Ser Arg Trp Arg Val Phe Ala 
45 50 55 

ggt gec gtg gec cag gec tct ccc cac ggt ctg cag ctg ggg gtg cag 950 
Gly Ala Val Ala Gin Ala Ser Pro His Gly Leu Gin Leu Gly Val Gin 
60 65 70 

get gtg gtc tac cac ggg ggc tat ctt ccc ttt egg gac ccc aac age 998 
Ala Val Val Tyr His Gly Gly Tyr Leu Pro Phe Arg Asp Pro Asn Ser 
75 80 85 - 

gag gag aac age aac gat att gee ctg gtc cac etc tec agt ccc ctg 1046 
Glu Glu Asn Ser Asn Asp lie Ala Leu Val His Leu Ser Ser Pro Leu 
90 95 100 105 

ccc etc aca gaa tac ate cag cct gtg tgc etc cca get gec ggc cag 1094 
Pro- Leu Thr Glu Tyr He Gin Pro Val Cys Leu Pro Ala Ala Gly Gin 
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110 115 120 

gcc ctg gtg gat ggc aag ate tgt acc gtg acg ggc tgg ggc aac acg 1142 

Ala Leu Val Asp Gly Lys He Cys Thr Val Thr Gly Tip Gly Asn Thr 
125 130 135 

cag tac tat ggc caa cag gcc ggg gta etc cag gag get cga gtc ccc 1190 

Gin Tyr Tyr Gly Gin Gin Ala Gly Val Leu Gin Glu Ala Arg Val Pro 
140 145 150 

ata ate age aat gat gtc tgc aat ggc get gac ttc tat gga aac cag 1238 

He He Ser Asn Asp Val Cys Asn Gly Ala Asp Phe Tyr Gly Asn Gin 
155 160 165 

ate aag ccc aag atg ttc tgt get ggc tac ccc gag ggt ggc att gat 1286 

He Lys Pro Lys Met Phe Cys Ala Gly Tyr Pro Glu Gly Gly He Asp 
170 175 180 185 

gcc tgc cag ggc gac age ggt ggt ccc ttt gtg tgt gag gac age ate 1334 

Ala Cys Gin Gly Asp Ser Gly Gly Pro Phe Val Cys Glu Asp Ser He 

190 195 200 
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tct egg acg cca cgt tgg egg ctg tgt ggc att gtg agt tgg ggc act 1382 
Ser Arg Thr Pro Arg Trp Arg Leu Cys Gly He Val Ser Trp Gly Thr 
205 210 215 

ggc tgt gee ctg gee cag aag cca ggc gtc tac acc aaa gtc agt gac 1430 
Gly Cys Ala Leu Ala Gin Lys Pro Gly Val Tyr Thr Lys Val Ser Asp 
220 225 230 

ttc egg gag tgg ate ttc cag gee ata aag act cac tec gaa gee age 1478 
Phe Arg Glu Trp He Phe Gin Ala He Lys Thr His Ser Glu Ala Ser 
235 240 245 



ggc atg gtg acc cag etc tgaccggtgg cttctcgctg cgcagcctcc 1526 
Gly Met Val Thr Gin Leu 
250 255 

agggeccgag gtgatccegg tggtgggatc cacgctgggc cgaggatggg aegtttttet 1586 
tcttgggccc ggtccacagg tccaaggaca ccctccctcc agggtcctct cttccacagt 1646 
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ggcgggccca ctcagccccg agaccaccca acctcaccct cctgaccccc atgtaaatat 1706 

tgttctgctg tctgggactc ctgtctaggt gcccctgatg atgggatgct ctttaaataa 1766 

taaagatggt tttgatt 1783 



<210> 14 

<211> 417 

<212> PRT 

<213> Homo sapiens 

<400> 14 

Met Ala Gin Lys Glu Gly Gly Arg Thr Val Pro Cys Cys Ser Arg 
-160 -155 -150 



Pro Lys Val Ala Ala Leu Thr Ala Gly Thr Leu Leu Leu Leu Thr 
-145 -140 -135 
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Ala He Gly Ala Ala Ser Trp Ala He Val Ala Val Leu LeirArg 
-130 -125 -120 

Ser Asp Gin Glu Pro Leu Tyr Pro Val Gin Val Ser Ser Ala Asp 
-115 -110 -105 

Ala Arg Leu Met Val Phe Asp Lys Thr Glu Gly Thr Trp Arg Leu Leu 
-100 -95 -90 

Cys Ser Ser Arg Ser Asn Ala Arg Val Ala Gly Leu Ser- Cys Glu Glu 
-85 -80 -75 



Met Gly Phe Leu Arg Ala Leu Thr His Ser Glu Leu Asp Val Arg Thr 
-70 -65 -60 -55 
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Ala Gly Ala Asn Gly Thr Ser Gly Phe Phe Cys Val Asp Glu Gly Arg 
-50 -45 -40 

Leu Pro His Thr Gin Arg Leu Leu Glu Val He Ser Val Cys Asp Cys 
-35 -30 -25 

Pro Arg Gly Arg Phe Leu Ala Ala He Cys Gin Asp Cys Gly Arg Arg 
-20 -15 -10 

Lys Leu Pro Val Asp Arg He Val Gly Gly Arg Asp Thr Ser Leu Gly 
-5 -11 5 - 10 

Arg Trp Pro Trp Gin Val Ser Leu Arg Tyr Asp Gly Ala His Leu Cys 
15 20 25 

Gly Gly Ser Leu Leu Ser Gly Asp Trp Val Leu Thr Ala Ala His Cys 
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30 35 40 



Phe Pro Glu Arg Asn Arg Val Leu Ser Arg Trp Arg Val Phe Ala Gly 
45 50 55 



Ala Val Ala Gin Ala Ser Pro His Gly Leu Gin Leu Gly Val Gin Ala 
60 65 70 

Val Val Tyr His Gly Gly Tyr Leu Pro Phe Arg Asp Pro Asn Ser Glu 
75 80 85 90 

Glu Asn Ser Asn Asp He Ala Leu Val His Leu Ser Ser Pro Leu Pro 
95 100 105 

Leu Thr Glu Tyr lie Gin Pro Val Cys Leu Pro Ala Ala Gly Gin Ala 
110 115 120 
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Leu Val Asp Gly Lys He Cys Thr Val Thr Gly Trp Gly Asn Thr Gin 
125 130 135 

Tyr Tyr Gly Gin Gin Ala Gly Val Leu Gin Glu Ala Arg Val Pro He 
140 145 150 

He Ser Asn Asp Val Cys Asn Gly Ala Asp Phe Tyr Gly Asn Gin He 
155 160 165 170 

Lys Pro Lys Met Phe Cys Ala Gly Tyr Pro Glu Gly Gly He Asp Ala 
175 180 185 



Cys Gin Gly Asp Ser Gly Gly Pro Phe Val Cys Glu Asp Ser He Ser 
190 195 200 
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Arg Thr Pro Arg Trp Arg Leu Cys Gly He Val Ser Trp Gly Thr Gly 
205 210 215 

Cys Ala Leu Ala Gin Lys Pro Gly Val Tyr Thr Lys Val Ser Asp Phe 
220 225 230 

Arg Glu Trp He Phe Gin Ala He Lys Thr His Ser Glu Ala Ser Gly 
235 240 245 250 

Met Val Thr Gin Leu 
255 

<210> 15 

<211> 1534 

<212> DNA 

<213> Homo sapiens 
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<220> . 

<221> CDS 

<222> (26).. (1324) 

<220> 

<221> sig_peptide 
<222> (26).. (100) 

<220> 

<221> mat_peptide 
<222> (101). . (1324) 

<400> 15 

ggaattccct ggagcagagt tgaga atg gag aga atg tta cct etc ctg get 52 

Met Glu Arg Met Leu Pro Leu Leu Ala 
-25 -20 



ctg ggg etc ttg gcg get ggg ttc tgc cct get gtc etc tgc cac cct 
Leu Gly Leu Leu Ala Ala Gly Phe Cys Pro Ala Val Leu Cys His Pro 



100 
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-15 ~10 -5 -1 

aac age cca ctt gac gag gag aat ctg acc cag gag aac caa gac cga 148 

Asn Ser Pro Leu Asp Glu Glu Asn Leu Thr Gin Glu Asn Gin Asp Arg 
15 10 15 

ggg aca cac gtg gac etc gga tta gee tec gee aac gtg gac ttc get 196 

Gly Thr His Val Asp Leu Gly Leu Ala Ser Ala Asn Val Asp Phe Ala 
20 25 30 

ttc age ctg tac aag cag tta gtc ctg aag gec ctt gat aag aat gtc 244 

Phe Ser Leu Tyr Lys Gin Leu Val Leu Lys Ala Leu Asp Lys Asn Val 

35 40 45 

ate ttc tec cca ctg age ate tec acc gee ttg gee ttc ctg tct ctg 292 

He Phe Ser Pro Leu Ser He Ser Thr Ala Leu Ala Phe Leu Ser Leu 

50 55 60 

ggg gec cat aat acc acc ctg aca gag att etc aag gee teg agt tea 340 

Gly Ala His Asn Thr Thr Leu Thr Glu He Leu Lys Ala Ser Ser Ser 

65 70 75 80 
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cct cac gga gac tta ctg agg cag aaa ttc act cag age ttc cag cac 388 

Pro His Gly Asp Leu Leu Arg Gin Lys Phe Thr Gin Ser Phe Gin His 
85 90 95 

etc cgc gca ccc tea ate agt tec age gat gag ctg cag ctg agt atg 436 

Leu Arg Ala Pro Ser lie Ser Ser Ser Asp Glu Leu Gin Leu Ser Met 
100 105 110 



gga aat gec atg ttt gtc aaa gag caa etc agt ctg ctg gac agg ttc 484 
Gly Asn Ala Met Phe Val Lys Glu Gin Leu Ser Leu Leu Asp Arg Phe 
115 120 125 

acg gag gat gec aag agg ctg tat ggc tec gag gec ttt gec act gac 532 
Thr Glu Asp Ala Lys Arg Leu Tyr Gly Ser Glu Ala Phe Ala Thr Asp 
130 135 140 

ttt cag gac tea get gca get aag aag etc ate aac gac tac gtg aag 580 
Phe Gin Asp Ser Ala Ala Ala Lys Lys Leu lie Asn Asp Tyr Val Lys 
145 150 155 160 
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aat gga act agg ggg aaa ate aca gat ctg ate aag gac ccc gac teg 628 

Asn Gly Thr Arg Gly Lys He Thr Asp Leu He Lys Asp Pro Asp Ser 
165 170 175 

cag aca atg atg gtc ctg gtg aat tac ate. ttc ttt aaa gee aaa tgg 676 
Gin Thr Met Met Val Leu Val Asn Tyr He Phe Phe Lys Ala Lys Trp 
180 185 190 

gag atg ccc ttt gac ccc caa gat act cat cag tea agg ttc tac ttg 724 
Glu Met Pro Phe Asp Pro Gin Asp Thr His Gin Ser Arg Phe Tyr Leu 
195 200 205 

age aag aaa aag tgg gta atg gtg ccc atg atg agt ttg cat cac ctg 772 
Ser Lys Lys Lys Trp Val Met Val Pro Met Met Ser Leu His His Leu 
210 215 220 

act ata cct tac ttc egg gac gag gag ctg tec tgc acc gtg gtg gag 820 
Thr He Pro Tyr Phe Arg Asp Glu Glu Leu Ser Cys Thr Val Val Glu 
225 230 235 240 

ctg aag tac aca ggc aat gec age gca etc ttc ate etc cct gat caa 868 
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Leu Lys Tyr Thr Gly Asn Ala Ser Ala Leu Phe He Leu Pro Asp Gin 
245 250 255 

gac aag atg gag gaa gtg gaa gcc atg ctg etc cca gag acc ctg aag 916 
Asp Lys Met Glu Glu Val Glu Ala Met Leu Leu Pro Glu Thr Leu Lys 
260 265 270 

egg tgg aga gac tct ctg gag ttc aga gag ata ggt gag etc tac ctg 964 
Arg Trp Arg Asp Ser Leu Glu Phe Arg Glu He Gly Glu Leu Tyr Leu 
275 280 285 



cca aag ttt tec ate teg agg gac tat aac ctg aac gac ata ctt etc 1012 
Pro Lys Phe Ser He Ser Arg Asp Tyr Asn Leu Asn Asp He Leu Leu 
290 295 300 - 

cag ctg ggc att gag gaa gcc ttc acc age aag get gac ctg tea ggg 1060 
Gin Leu Gly He Glu Glu Ala Phe Thr Ser Lys Ala Asp Leu Ser Gly 
305 310 315 320 



ate aca ggg gcc agg aac eta gca gtc tec cag gtg gtc cat aag gtc 
He Thr Gly Ala Arg Asn Leu Ala Val Ser Gin Val Val His Lys Val 



1108 
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325 330 335 

gtg tct gat gta ttt gag gag ggc aca gaa gca tct get gec aca gca 1156 
Val Ser Asp Val Phe Glu Glu Gly Thr Glu Ala Ser Ala Ala Thr Ala 
340 345 350 

gtc aaa ate ace etc ctt tct gca tta gtg 
Val Lys He Thr Leu Leu Ser Ala Leu Val 
355 360 

cgt ttc aac agg ccc ttc ctg atg ate att gtc cct aca gac acc cag 1252 
Arg Phe Asn Arg Pro Phe Leu Met He He Val Pro Thr Asp Thr Gin 
370 375 380 

aac ate ttc ttc atg age aaa gtc acc aat ccc age aag cct aga get 1300 
Asn He Phe Phe Met Ser Lys Val Thr Asn Pro Ser Lys Pro Arg Ala 
385 390 395 400 



gag aca agg acc att gtg 1204 
Glu Thr Arg Thr He Val 
365 



tgc ate aag cag tgg ggc tct cag taaggaactt ggaatgcaag ctggatgcct 
Cys He Lys Gin Trp Gly Ser Gin 
405 



1354 
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gggtctctgg gcacagctgg cccctgtgca ccgtagtggc catggcatgt gtggccctgt 1414 

ctgcttatcc ttggaaggtg acagcgattc cctgtgaagc tctcacacgc acaggggccc 1474 

atggactctt cagtctggag ggtcctggcc tcctgacagc aataaataat ttcgttggcc 1534 

<210> 16 

<211> 433 

<212> PRT 

<213> Homo sapiens 

<400> 16 

Met Glu Arg Met Leu Pro Leu Leu Ala Leu Gly Leu Leu Ala Ala Gly 
-25 -20 -15 -10 

Phe Cys Pro Ala Val Leu Cys His Pro Asn Ser Pro Leu Asp Glu Glu 
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Asn Leu Thr Gin Glu Asn Gin Asp Arg Gly Thr His Val Asp Leu Gly 
10 15 20 

Leu Ala Ser Ala Asn Val Asp Phe Ala Phe Ser Leu Tyr Lys Gin Leu 
25 30 35 

Val Leu Lys Ala Leu Asp Lys Asn Val He Phe Ser Pro Leu Ser He 
40 45 50 55 

Ser Thr Ala Leu Ala Phe Leu Ser Leu Gly Ala His Asn Thr Thr Leu 
60 65 70 



Thr Glu He Leu Lys Ala Ser Ser Ser Pro His Gly Asp Leu Leu Arg 
75 80 85 
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Gin Lys Phe Thr Gin Ser Phe Gin His Leu Arg Ala Pro Ser He Ser 
90 95 100 

Ser Ser Asp Glu Leu Gin Leu Ser Met Gly Asn Ala Met Phe Val Lys 
105 HO 115 

Glu Gin Leu Ser Leu Leu Asp Arg Phe Thr Glu Asp Ala Lys Arg Leu 
120 125 130 135 

Tyr Gly Ser Glu Ala Phe Ala Thr Asp Phe Gin Asp Ser Ala Ala Ala 
140 145 150 



Lys Lys Leu He Asn Asp Tyr Val Lys Asn Gly Thr Arg Gly Lys He 
155 ' 160 165 
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Thr Asp Leu He Lys Asp Pro Asp Ser Gin Thr Met Met Val Leu Val 
170 175 180 

Asn Tyr He Phe Phe Lys Ala Lys Trp Glu Met Pro Phe Asp Pro Gin 
185 190 195 

Asp Thr His Gin Ser Arg Phe Tyr Leu Ser Lys Lys Lys Trp Val Met 
200 205 210 215 

Val Pro Met Met Ser Leu His His Leu Thr He Pro Tyr Phe Arg Asp 
220 225 . 230 

Glu Glu Leu Ser Cys Thr Val Val Glu Leu Lys Tyr Thr Gly Asn Ala 
235 240 245 

Ser Ala Leu Phe He Leu Pro Asp Gin Asp Lys Met Glu Glu Val Glu 



WO 2005/052154 
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250 255 260 

Ala Met Leu Leu Pro Glu Thr Leu Lys Arg Trp Arg Asp Ser Leu Glu 
265 . 270 275 

Phe Arg Glu He Gly Glu Leu Tyr Leu Pro Lys Phe Ser He Ser Arg 
280 285 . 290 295 

Asp Tyr Asn Leu Asn Asp He Leu Leu Gin Leu Gly He Glu Glu Ala 
300 305 310 

Phe Thr Ser Lys Ala Asp Leu Ser Gly He Thr Gly Ala Arg Asn Leu 
315 320 325 



Ala Val Ser Gin Val Val His Lys Val Val Ser Asp Val Phe Glu Glu 
330 335 340 
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Gly Thr Glu Ala Ser Ala Ala Thr Ala Val Lys He Thr Leu Leu Ser 
345 350 355 

Ala Leu Val Glu Thr Arg Thr He Val Arg Phe Asn Arg Pro Phe Leu 
360 365 370 375 

Met He He Val Pro Thr Asp Thr Gin Asn He Phe Phe Met Ser Lys 
380 385 390 

Val Thr Asn Pro Ser Lys Pro Arg Ala Cys He Lys Gin Trp Gly Ser 
395 400 405 

Gin 
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<210> 17 

<211> 2008 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (222).. (857) 

<400> 17 

tgggacactg ctcagggaag agcctgctac ggtggactgt gagactcagt gcactgtcct 60 

cctcccagcg accccacgct ggaccccctg ccggaccctc cacccttcgg cccccaagct 120 

tcccaggggc ttcctttgga ctggactgtc cctgctcatc cattctcctg ccacccccag 180 



acctcctcag ctccaggttg ccacctcctc tcgccagagt g atg agg tec egg ctt 236 

Met Arg Ser Arg Leu 
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ctg etc tec gtg gec cat ctg ccc aca att egg gag ace acg gag gag 284 
Leu Leu Ser Val Ala His Leu Pro Thr He Arg Glu Thr Thr Glu Glu 
10 15 20 

atg ctg ctt ggg ggt cct gga cag gag ccc cca ccc tct cct age ctg 332 
Met Leu Leu Gly Gly Pro Gly Gin Glu Pro Pro Pro Ser Pro Ser Leu 
25 30 35 

gat gac tac gtg agg tct ata tct cga ctg gca cag ccc ace tct gtg 380 
Asp Asp Tyr Val Arg Ser He Ser Arg Leu Ala Gin Pro Thr Ser Val 
40 45 50 

ctg gac aag gec acg gee cag ggc caa ccc agg cca ccc cac agg cca 428 
Leu Asp Lys Ala Thr Ala Gin Gly Gin Pro Arg Pro Pro His Arg Pro 
55 60 65 

gec cag gec tgc egg aag ggc cgc cct get gtg tec ctg cga gac ate 476 
Ala Gin Ala Cys Arg Lys Gly Arg Pro Ala Val Ser Leu Arg Asp He 
70 75 80 85 
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acc gca cgt ttc agt ggc cag cag ccc aca ctg ccc atg get gat act 524 
Thr Ala Arg Phe Ser Gly Gin Gin Pro Thr Leu Pro Met Ala Asp Thr 
90 95 100 

gtg gao ccc ctg gac tgg ctt ttt ggg gag tec cag gaa aag cag cca 572 
Val Asp Pro Leu Asp Trp Leu Phe Gly Glu Ser Gin Glu Lys Gin Pro 
105 110 115 

age cag agg gac ctg cca agg agg act ggc ccc tct get ggc etc tgg 620 
Ser Gin Arg Asp Leu Pro Arg Arg Thr Gly Pro Ser Ala Gly Leu Trp 
120 125 130 

ggt cca cat aga cag atg gac age age aag ccc acg ggg gee ccc aga 668 
Gly Pro His Arg Gin Met Asp Ser Ser Lys Pro Thr Gly Ala Pro Arg 
135 140 145 

ggg agg etc tgt gaa gee agg atg cct ggg cat tec ctg gca aga cca 716 
Gly Arg Leu Cys Glu Ala Arg Met Pro Gly His Ser Leu Ala Arg Pro 
150 155 160 165 

ccg cag gat ggg cag cag age tct gac eta aga age tgg act ttt ggg 764 
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Pro Gin Asp Gly Gin Gin Ser Ser Asp Leu Arg Ser Trp Thr Phe Gly 
170 175 180 

cag tct gcc caa gcc atg gcc tec cgc cac cgc ccc cgc ccc age agt 812 
Gin Ser Ala Gin Ala Met Ala Ser Arg His Arg Pro Arg Pro Ser Ser 
185 190 195 

gtc etc aga aca etc tac teg cac etc ccg gtg ate cat gaa etc 857 
Val Leu Arg Thr Leu Tyr Ser His Leu Pro Val He His Glu Leu 
200 205 210 

tgacccctcc ccagtaaagg cttctgtaga gagcatgetg ggtctgeate tcctctcgtc 917 

tcctccatgg tggtcactgc ccctggcagg tctctgaaag ggaaatgett ttctgeggag 977 

gcccctgctt gggcagttca cagtgagacc gaccccctct gaatatgata acagcctgtt 1037 

tcacatgagg agatgttacc aatcccgttc gctctgaccc ttgctggctg atcaccttga 1097 

gcaacttact taacatctgt gttcctcagt ttctcatggg taatataggg ataattactg 1157 
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gcacctgcct cccaggccat tctgacgtgt aaccgcatat aggagcccac tggctgagta 1217 

gctaccatca tcgctggtgg ggaaactggt ggtaggggtg tgagggtagt gggggtgtca 1277 

gccccccagg tgtttcagaa caaggcctcg ggcactccca agtctgcctc ttggctccca 1337 

ccctcaaagc ccatgttctg • cgaggcccaa gagaacacat ggagtcttag caaatgcact 1397 

aatgtattcc gggggactgt cacctggcac cactggggca ctctgctggc tacaactcat 1457 

acgtcctgtg gtggcattgg gagagttccc ccatgatgag ggccaagata gaatctgtac 1517 

cactcagtgc taccatcccc acccctacac cacttccaca caggggcctc atggcatggt 1577 

cagggtccca gctgtaggtg agagcagggc actgtccagc tgtccactgg ggaagtcaag 1637 

atgtcctaag gcccaggtca gggcatctgg agtctgaagg accctagttc ctagaggcat 1697 

ctggcagcaa gaaggtgagg catcagggae cgggaatcag gctgggactg atcagaggtg 1757 

aagggacaga gagaggagag gaggaagatt gagctggggg caacagccaa gctcacctgg 1817 
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gcaggtctct gccacctcct tgctctgtga gctgtcagtc taggttattc tctttttttg 1877 



tggctatttt taattgcttt ggatttgtta aatgttttct gtcttctgtt aagtgtgttt 1937 



tctctggaga tagaatgtaa accatattaa aaggaaaaag tttcagacaa gcaaaaaaaa 1997 



aaaaaaaaaa a 2008 



<210> 18 

<211> 212 

<212> PRT 

<213> Homo sapiens 

<400> 18 

Met Arg Ser Arg Leu Leu Leu Ser Val Ala His Leu Pro Thr He Arg 
1 5 10 15 
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Glu Thr Thr Glu Glu Met Leu Leu Gly Gly Pro Gly Gin Glu Pro Pro 
20 25 30 

Pro Ser Pro Ser Leu Asp Asp Tyr Val Arg Ser He Ser Arg Leu Ala 
35 40 45 

Gin Pro Thr Ser Val Leu Asp Lys Ala Thr Ala Gin Gly Gin Pro Arg 
50 55 60 

Pro Pro His Arg Pro Ala Gin Ala Cys Arg Lys Gly Arg Pro Ala Val 
65 70 75 80 

Ser Leu Arg Asp He Thr Ala Arg Phe Ser Gly Gin Gin Pro Thr Leu 
85 90 • 95 

Pro Met Ala Asp Thr Val Asp Pro Leu Asp Trp Leu Phe Gly Glu Ser 
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100 105 110 



Gin Glu Lys Gin Pro Ser Gin Arg Asp Leu Pro Arg Arg Thr Gly Pro 
115 120 125 



Ser Ala Gly Leu Trp Gly Pro His Arg Gin Met Asp Ser Ser Lys Pro 
130 135 140 

Thr Gly Ala Pro Arg Gly Arg Leu Cys Glu Ala Arg Met Pro Gly His 
145 150 155 160 

Ser Leu Ala Arg Pro Pro Gin Asp Gly Gin Gin Ser Ser Asp Leu Arg 
165 170 175 



Ser Trp Thr Phe Gly Gin Ser Ala Gin Ala Met Ala Ser Arg His Arg 
180 185 190 
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Pro Arg Pro Ser Ser Val Leu Arg Thr Leu Tyr Ser His Leu Pro Val 
195 200 205 

lie His Glu Leu 
210 

<210> 19 

<211> 1649 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 

<222> (367). . (1068) 



<400> 



19 
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agcgagcggg gccagcgctg cagaaggcgg cggctggctc tccgggacgg tcacatcccg 60 

ctgcaggggc gggcggaggc cgccgcactg cctcccgcac cggggaccca ggccagcgtc 120 

cgggcaacgc cccctgctcc cggacagact ccgtggcccg ctcgagccct gggggctccg 180 

cagacccgcg cccgctccgc ccgcagctcg gccccgcgct gcccgcgtcg ccgggcccgc 240 

gccgggatgg ggtaggggca gcgccaccga gtcgggcgat gggccgccct ctgggcaccg 300 

agcagccccc cgaggcctga ccaaccgcga ggaccggcgg aggagccccg cctggatgtc 360 

aagcgg atg cca age gga tgc cac agt tec ccc ccc age gga etc cgt 408 
Met Pro Ser Gly Cys His Ser Ser Pro Pro Ser.Gly Leu Arg % 
1 5 10 

ggg gac atg get teg ctg gtg ccc ctt tec cca tat eta age ccc acg 456 
Gly Asp Met Ala Ser Leu Val Pro Leu Ser Pro Tyr Leu Ser Pro Thr 
15 20 25 30 



gtc etc ctg ctg gtc age tgt gac ctg ggc ttc gtg cga gca gac egg 



504 
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Val Leu Leu Leu Val Ser Cys Asp Leu Gly Phe Val Arg Ala Asp Arg 
35 40 45 

cct ccc tct cct gtg aat gtg acg gtc act cac etc aga gec aac teg 552 
Pro Pro Ser Pro Val Asn Val Thr Val Thr His Leu Arg Ala Asn Ser 
50 55 60 

gec act gtg tec tgg gac gtc cca gaa ggc aac ate gtc att ggc tac 600 
Ala Thr Val Ser Trp Asp Val Pro Glu Gly Asn He Val He Gly Tyr 
65 70 75 

tec att tec cag caa egg cag aat ggc ccc ggg cag cgt gtg att egg 648 
Ser He Ser Gin Gin Arg Gin Asn Gly Pro Gly Gin Arg Val He Arg 
80 85 90 

gag gtg aac ace ace ace egg gec tgt gec etc tgg ggc ctg get gaa 696 
Glu Val Asn Thr Thr Thr Arg Ala Cys Ala Leu Trp Gly Leu Ala Glu 
95 100 105 110 

gac agt gac tac aca' gtg cag gtc agg age ate ggc ctt egg gga gag 744 
Asp Ser Asp Tyr Thr Val Gin Val Arg Ser He Gly Leu Arg Gly Glu 
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115. 120 125 

agt ccc cca ggg ccc egg gtg cac ttc cga act etc aag ggt tct gac 792 
Ser Pro Pro Gly Pro Arg Val His Phe Arg Thr Leu Lys Gly Ser Asp 
130 135 140 

egg eta cct tea aac agt tea age cca ggt gac ate aca gtg gaa ggt 840 
Arg Leu Pro Ser Asn Ser Ser Ser Pro Gly Asp He Thr Val Glu Gly 
145 150 155 

ctg gat gga gag egg cca ctg cag act ggg gaa gtg gtc ate att gtg 888 
Leu Asp Gly Glu Arg Pro Leu Gin Thr Gly Glu Val Val He He Val 
160 165 170 

gtg gtg ttg etc atg tgg get get gta att ggg ctg ttc tgc cgt cag 936 
Val Val Leu Leu Met Trp Ala Ala Val He Gly Leu Phe Cys Arg Gin 
175 180 185 190 

tat gac ate ate aag gac aat gac tec aac aac aat ccc aag gag aag 984 
Tyr Asp He He Lys Asp Asn Asp Ser Asn Asn Asn Pro Lys Glu Lys 
195 200 205 
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gga aag ggg ccg gaa cag agt cct cag gga agg cca gtg ggg aca aga 1032 
Gly Lys Gly Pro Glu Gin Ser Pro Gin Gly Arg Pro Val Gly Thr Arg 
210 215 220 

cag aaa aag tea cca tct ate aac acc ate gac gtt tgagtgaaga 1078 
Gin Lys Lys Ser Pro Ser He Asn Thr He Asp Val 
225 230 

aacacaccca gaagagagat gcactaacaa ctggggatag ggatggggtc agggggagee 1138 

caagatggtg atctgcccga gactcccaga gggtaatgee actcccacaa tctcaggcct 1198 

ggtacccatc ctctttccac tgtgagcaga gecagaaggt aggtctgttc agagtctgtg 1258 

cccctggacc tggggagtgg atatcagatg ggatatctcc ttccattccc eggtccaggg 1318 

gagagtcact agttgtaccc tactccatta ggtcccaaat gggggcccca tttcacctgt 1378 

atcaggactc tgagcatccc cagctgcccc acatcttgcc tctggccctc agagaggggt 1438 
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gtttctgtgg gtactcctct taccccagca aataaaagga attgtctgac cctagaggca 1498 

gatgctgcac tgcactactc caatgtcttc catggagcct caggtgctcc ccctctcacc 1558 

tggcagcccc ttcagctgct agtgatatca cttgttggac atttttccaa taaaggttct 1618 

tggacaaact ggaaaaaaaa aaaaaaaaaa a 1649 



<210> 20 

<211> 234 

<212> PRT 

<213> Homo sapiens 

<400> 20 

Met Pro Ser Gly Cys His Ser Ser Pro Pro Ser Gly Leu Arg Gly Asp 
1.5 10 15 



Met Ala Ser Leu Val Pro Leu Ser Pro Tyr Leu Ser Pro Thr Val Leu 
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20 25 30 

Leu Leu Val Ser Cys Asp Leu Gly Phe Val Arg Ala Asp Arg Pro Pro 
.35 40 45 

Ser Pro Val Asn Val Thr Val Thr His Leu Arg Ala Asn Ser Ala Thr 
50 55 60 

Val Ser Trp Asp Val Pro Glu Gly Asn He Val He Gly Tyr Ser He 
65 70 75 80 

Ser Gin Gin Arg Gin Asn Gly Pro Gly Gin Arg Val He Arg Glu Val 
85 90 95 



Asn Thr Thr Thr Arg Ala Cys Ala Leu Trp Gly Leu Ala Glu Asp Ser 
100 105 110 
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Asp Tyr Thr Val Gin Val Arg Ser He Gly Leu Arg Gly Glu Ser Pro 
115 120 125 

Pro Gly Pro Arg Val His Phe Arg Thr Leu Lys Gly Ser Asp Arg Leu 
130 135 140 

Pro Ser Asn Ser Ser Ser Pro Gly Asp He Thr Val Glu Gly Leu Asp 
145 150 155 160 

Gly Glu Arg Pro Leu Gin Thr Gly Glu Val Val He He Val Val Val 
165 170 175 



Leu Leu Met Trp Ala Ala Val He Gly Leu Phe Cys Arg Gin Tyr Asp 
180 185 190 
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He He Lys Asp Asn Asp Ser Asn Asn Asn Pro Lys Glu Lys Gly Lys 
195 200 205 

Gly Pro Glu Gin Ser Pro Gin Gly Arg Pro Val Gly Thr Arg Gin Lys 
210 215 220 

Lys Ser Pro Ser He Asn Thr He Asp Val 
225 230 

<210> 21 

<211> 3915 

<212> DNA 

<213> Homo sapiens 

<220> 

<221> CDS 
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<222> (243).. (1730) 
<400> 21 

gtggggtggg gtggggctgg gggcttgtcg ccctttcagg ctccaccctt tgcggagatt 60 

ataaatagtc atgatcccag cgagacccag agatgcctgt aatggtgaga ctttggatcc 120 

ttcctgagga cgtggagaaa actttctgct gagaaggaca ttttgaaggt tttgttggct 180 

gaaaaagctg tttctggaat cacccctaga tctttcttga agacttgaat tagattacag 240 

eg atg ggg aca cag aag gtc acc cca get ctg ata ttt gec ate aca 287 
Met Gly Thr Gin Lys Val Thr Pro Ala Leu He Phe Ala He Thr 
15 10 15 

gtt get aca ate ggc.tct ttc caa ttt ggc tac aac act ggg gtc ate 335 
Val Ala Thr He Gly Ser Phe Gin Phe Gly Tyr Asn Thr Gly Val He 
20 25 30 

aat get cct gag aag ate ata aag gaa ttt ate aat aaa act ttg acg 383 
Asn Ala Pro Glu Lys He He Lys Glu Phe He Asn Lys Thr Leu Thr 
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35 40 

gac aag gga aat gcc cca ccc tct gag gtg ctg etc acg 
Asp Lys Gly Asn Ala Pro Pro Ser Glu Val Leu Leu Thr 
. 50 55 60 

tec ttg tct gtg gcc ata ttt tec gtc ggg ggt atg ate 
Ser Leu Ser Val Ala He Phe Ser Val Gly Gly Met He 
65 70 75 

tec gtc gga etc ttc gtc aac cgc ttt ggc agg cgc aat 
Ser Val Gly Leu Phe Val Asn Arg Phe Gly Arg Arg Asn 
80 85 90 

att gtc aac ctg ttg get gtc act ggt ggc tgc ttt atg 
He Val Asn Leu Leu Ala Val Thr Gly Gly Cys Phe Met 
100 105 



aaa gta get aag teg gtt gaa atg ctg ate ctg ggt cgc 
Lys Val Ala Lys Ser Val Glu Met Leu He Leu Gly Arg 
115 120 



PCT/JP2004/017995 

45 

tct etc tgg 431 
Ser Leu Trp 

ggc tec ttt 479 
Gly Ser Phe 

tea atg ctg 527 
Ser Met Leu 
95 

gga ctg tgt 575 
Gly Leu Cys 
110 

ttg gtt att 623 

Leu Val He 

125 
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ggc etc ttc tgc gga etc tgc aca ggt ttt gtg ccc atg tac att gga 671 
Gly Leu Phe Cys Gly Leu Cys Thr Gly Phe Val Pro Met Tyr He Gly 
130 135 140 

gag ate teg cct act gec ctg egg ggt gec ttt ggc act etc aac cag 719 
Glu He Ser Pro Thr Ala Leu Arg Gly Ala Phe Gly Thr Leu Asn Gin 
145 150 155 

ctg ggc ate gtt gtt gga att ctg gtg gee cag ate ttt ggt ctg gaa 767 
Leu Gly He Val Val Gly He Leu Val Ala Gin He Phe Gly Leu Glu 
160 165 170 175 

ttc ate ctt ggg tct gaa gag eta tgg ccg ctg eta ctg ggt ttt ace 815 
Phe He Leu Gly Ser Glu Glu Leu Trp Pro Leu Leu Leu Gly Phe Thr 
180 185 190 



ate ctt cct get ate eta caa agt gca gec ctt cca ttt tgc cct gaa 863 
He Leu Pro Ala He Leu Gin Ser Ala Ala Leu Pro Phe Cys Pro Glu 
195 200 205 
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agt ccc aga ttt ttg etc att aac aga aaa gaa gag gag aat get aag 911 

Ser Pro Arg Phe Leu Leu lie Asn Arg Lys Glu Glu Glu Asn Ala Lys 

210 215 220 

cag ate etc cag egg ttg tgg ggc ace cag gat gta tec caa gac ate 959 
Gin He Leu Gin Arg Leu Trp Gly Thr Gin Asp Val Ser Gin Asp He 
225 230 235 

cag gag atg aaa gat gag agt gca agg atg tea caa gaa aag caa gtc 1007 
Gin Glu Met Lys Asp Glu Ser Ala Arg Met Ser Gin Glu Lys Gin Val ■ 
240 245 250 255 

ace gtg eta gag etc ttt aga gtg tec age tac cga cag ccc ate ate 1055 
Thr Val Leu Glu Leu Phe Arg Val Ser Ser Tyr Arg Gin Pro He He 
260 265 270 

att tec att gtg etc cag etc tct cag cag etc tct ggg ate aat get 1103 
He Ser He Val Leu Gin Leu Ser Gin Gin Leu Ser Gly He Asn Ala 
275 280 285 



gtg ttc tat tac tea aca gga ate ttc aag gat gca ggt gtt caa gag 



1151 
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Val Phe Tyr Tyr Ser Thr Gly He Phe Lys Asp Ala Gly Val Gin Glu 
290 295 300 

ccc ate tat gee ace ate ggc gcg ggt gtg gtt aat act ate ttc act 1199 
Pro He Tyr Ala Thr He Gly Ala Gly Val Val Asn Thr He Phe Thr 
305 310 315 

gta gtt tct eta ttt ctg gtg gaa agg gca gga aga agg act ctg cat 1247 
Val Val Ser Leu Phe Leu Val Glu Arg Ala Gly Arg Arg Thr Leu His 
320 325 330 335 

atg ata ggc ctt gga ggg atg get ttt tgt tec acg etc atg act gtt 1295 
Met He Gly Leu Gly Gly Met Ala Phe Cys Ser Thr Leu Met Thr Val 
340 345 350 

tct ttg tta tta aag gat aac tat aat ggg atg age ttt gtc tgt att 1343 
Ser Leu Leu Leu Lys Asp Asn Tyr Asn Gly Met Ser Phe Val Cys He 
355 360 365 



ggg get ate ttg gtc ttt gta gec ttc ttt gaa att gga cca ggc ccc 
Gly Ala He Leu Val Phe Val Ala Phe Phe Glu He Gly Pro Gly Pro 



1391 
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370 375 380 

att ccc tgg ttt att gtg gcc gaa etc ttc age cag ggc ccc cgc cca 1439 
He Pro Trp Phe He Val Ala Glu Leu Phe Ser Gin Gly Pro Arg Pro 
385 390 395 

get gcg atg gca gtg gcc ggc tgc tec aac tgg ace tec aac ttc eta 1487 
Ala Ala Met Ala Val Ala Gly Cys Ser Asn Trp Thr Ser Asn Phe Leu 
400 405 . 410 415 

gtc gga ttg etc ttc ccc tec get get cac tat tta gga gcc tac gtt 1535 
Val Gly Leu Leu Phe Pro Ser Ala Ala His Tyr Leu Gly Ala Tyr Val 
420 425 430 

ttt att ate ttc ace ggc ttc etc att ace ttc ttg get ttt ace ttc 1583 
Phe He He Phe Thr Gly Phe Leu He Thr Phe Leu Ala Phe Thr Phe 
435 440 445 

ttc aaa gtc cct gag ace cgt ggc agg act ttt gag gat ate aca egg 1631 
Phe Lys Val Pro Glu Thr Arg Gly Arg Thr Phe Glu Asp He Thr Arg 
450 455 460 
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gcc ttt gaa ggg cag gca cac ggt gca gat aga tct gga aag gac ggc 1679 
Ala Phe Glu Gly Gin Ala His Gly Ala Asp Arg Ser Gly Lys Asp Gly 
465 470 475 

gtc atg gag atg aac age ate gag cct get aag gag ace ace ace aat 1727 
Val Met Glu Met Asn Ser He Glu Pro Ala Lys Glu Thr Thr Thr Asn 
480 485 490 495 

gtc taagtcgtgc ctccttccac ctccctcccg gcatgggaaa gccacctcte 1780 
Val 

cctcaacaag ggagagacct catcaggatg aacccaggac gcttctgaat getgetaett 1840 

aattcctttc tcatcccacg cactccatga gcaccccaag gctgcggttt gttggatctt 1900 

caatggcttt ttaaatttta tttcctggac atcctcttct gcttaggaga gaccgagtga 1960 

acctaccttc atttcaggag ggattggccg cttggcacat gacaactttg ccagcttttc 2020 
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ctcccttggg ttctgatatt gccgcactag gggatatagg agaggaaaag taaggtgcag 2080 

ttcccccaac ctcagactta ccaggaagca gatacatatg agtgtggaag ccggagggtg 2140 

tttatgtaag agcaccttcc tcacttccat acagctctac gtggcaaatt aacttgagtt 2200 

ttatttattt tatcctctgg tttaattaca taattttttt ttttttactt taagtttcag 2260 

gatacatgtg ccgaatgtgc aggtttgtta cataggtata tatatgccat gatggaaata 2320 

tttatttttt taagcgtaat tttgccaaat aataaaaaca gaaggaaatt gagattagag 2380 

ggaggtgttt aaagagaggt tatagagtag aagatttgat gctggagagg ttaaggtgca 2440 

ataagaattt agggagaaat gttgttcatt attggagggt aaatgatgtg gtgcctgagg 2500 

tctgtacgtt acctcttaac aatttctgtc cttcagatgg aaactcttta acttctcgta 2560 

aaagtcatat acctatataa taaagctact gatttccttg gagctttttt ctttaagata 2620 

atagtttaca tgtagtagta cttgaaatct aggattatta actaatatgg gcattgtagt 2680 
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taatgatggt tgatgggttc taattttgga tggagtccag ggaagagaaa gtgatttcta 2740 



gaaagcctgt tcccctcact ggatgaaata actccttctt gtagtagtct cattactttt 2800 



gaagtaatcc cgccacctat ctcgtgggag agccatccaa ataagaaacc taaaataatt 2860 



ggttcttggt agagattcat tatttttcca ctttgttctt taggagattt taggtgttga 2920 



ttttctgttg tattttaact cataccttta aaggaattcc ccaaagaatg tttatagcaa 2980 



acttggaatt tgtaacctca gctctgggag aggatttttt tctgagcgat tattatctaa 3040 



agtgtgttgt tgctttaggc tcacggcacg cttgcgtatg tctgttacca tgtcactgtg 3100 



gtcctatgcc gaatgccctc aggggacttg aatctttcca ataaaccagg tttagacagt 3160 



atgagtcaat gtgcagtgta gcccacactt gagaggatga atgtatgtgc actgtcactt 3220 



tgctctgggt ggaagtacgt tattgttgac ttattttctc tgtgtttgtt cctacagccc 3280 
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ctttttcata tgttgctcag tctccctttc ccttcttggt gcttacacat ctcagaccct 3340 

ttagccaaac ccttgtcagt gacagtattt tggttcttag ttctcactgt tccctctgct 3400 

cctggagcct ttgaataaaa atgcacgtag ctgaggccgg atgcggtggc tcacgcctgt 3460 

aatcccagca ctttgggagg cctaggcggg cggtcagggg ttcgagacca gtctggccaa 3520 

catcgtgaaa ccctgtctct actaaaaatg caaaaattag ccgggcgtgg tggcgggcgc 3580 

ctgtaatccc agctacttgg gaagctgagg cgggagaatc atgtgaaccc gggacgcagg 3640 

ggttgcagtg agcggagatc gcatcattgc actctagcct gggccacagg gcgagactcc 3700 

gtctcaaaaa aaaaaaaatg cacatagcta tcgagtgtgc tttagcttga aaaggtgacc 3760 

ttgcaacttc atgtcaactt tctggctcct caaacagtag gttggcagta aggcagggtc 3820 

ccatttctca ctgagaagat tgtgaatatt tccatatgga ttttctattg ttactctggt 3880 

tctttgtttt aaaataaaaa ttctgaatgt acacg 3915 
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<210> 22 

<211> 496 

<212> PRT 

<213> Homo sapiens 

<400> 22 

Met Gly Thr Gin Lys Val Thr Pro Ala Leu He Phe Ala He Thr Val 
1 5 10 15 



Ala Thr He Gly Ser Phe Gin Phe Gly Tyr Asn Thr Gly. Val He Asn 
20 25 30 



Ala Pro Glu Lys He He Lys Glu Phe He Asn Lys Thr Leu Thr Asp 
35 40 45 
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Lys Gly Asn Ala Pro Pro Ser Glu Val Leu Leu Thr Ser Leu Trp Ser 
50 55 60 

Leu Ser Val Ala lie Phe Ser Val Gly Gly Met He Gly Ser Phe Ser 
65 70 75 80 

Val Gly Leu Phe Val Asn Arg Phe Gly Arg Arg Asn Ser Met Leu He 
85 90 95 

Val Asn Leu Leu Ala Val Thr Gly Gly Cys Phe Met Gly Leu Cys Lys 
100 105 . 110 

Val Ala Lys Ser Val Glu Met Leu He Leu Gly Arg Leu Val He Gly 
115 120 125 

Leu Phe Cys Gly Leu Cys Thr Gly Phe Val Pro Met Tyr He Gly Glu 
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130 135 140 

He Ser Pro Thr Ala Leu Arg Gly Ala Phe Gly Thr Leu Asn Gin Leu 
145 150 155 160 

Gly He Val Val Gly He Leu Val Ala Gin He Phe Gly Leu Glu Phe 
165 170 175 

He Leu Gly Ser Glu Glu Leu Trp Pro Leu Leu Leu Gly Phe Thr He 
180 185 190 

Leu Pro Ala He Leu Gin Ser Ala Ala Leu Pro Phe Cys Pro Glu Ser 
195 200 205 



Pro Arg Phe Leu Leu lie Asn Arg Lys Glu Glu Glu Asn Ala Lys Gin 
210 215 220 
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He Leu Gin Arg Leu Trp Gly Thr Gin Asp Val Ser Gin Asp He Gin 
225 230 235 240 

Glu Met Lys Asp Glu Ser Ala Arg Met Ser Gin Glu Lys Gin Val Thr 
245 250 255 

Val Leu Glu Leu Phe Arg Val Ser Ser Tyr Arg Gin Pro He He He 
260 265 270 

Ser lie Val Leu Gin Leu Ser Gin Gin Leu Ser Gly He Asn Ala Val 
275 280 285 



Phe Tyr Tyr Ser Thr Gly He Phe Lys Asp Ala Gly Val Gin Glu Pro 
290 295 300 



WO 2005/052154 



PCT/JP2004/017995 



127/158 

He Tyr Ala Thr He Gly Ala Gly Val Val Asn Thr He Phe Thr Val 
305 310 315 320 

Val Ser Leu Phe Leu Val Glu Arg Ala Gly Arg Arg Thr Leu His Met 
325 330 335 

He Gly Leu Gly Gly Met Ala Phe Cys Ser Thr Leu Met Thr Val Ser 
340 345 350 

Leu Leu Leu Lys Asp Asn Tyr Asn Gly Met Ser Phe Val Cys He Gly 
355 360 365 



Ala He Leu Val Phe Val Ala Phe Phe Glu He Gly Pro Gly Pro He 
370 375 380 
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Pro Trp Phe He Val Ala Glu Leu Phe Ser Gin Gly Pro Arg Pro Ala 

385 390 395 400 

Ala Met. Ala Val Ala Gly Cys Ser Asn Trp Thr Ser Asn Phe Leu Val 
405 410 415 

Gly Leu Leu Phe Pro Ser Ala Ala His Tyr Leu Gly Ala Tyr Val Phe 
420 425 430 

He He Phe Thr Gly Phe Leu He Thr Phe Leu Ala Phe Thr Phe Phe 
435 440 445 

Lys Val Pro Glu Thr Arg Gly Arg Thr Phe Glu Asp He Thr Arg Ala 
450 455 460 



Phe Glu Gly Gin Ala His Gly Ala Asp Arg Ser Gly Lys Asp Gly Val 
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465 470 475 480 

Met Glu Met Asn Ser He Glu Pro Ala Lys Glu Thr Thr Thr Asn Val 
485 490 495 

23 

1085 
DNA 

Homo sapiens 



CDS 

(76).. (678) 
23 

atcctgtctg tccgaaccca gacacaagtc ttcactcctt cctgcgagcc ctgaggaagc 60 
cttctttccc cagac atg gcc aac aag ggt cct tec tat ggc atg age cgc 111 



<210> 
<211> 
<212> 
<213> 

<220> 
<221> 
<222> 

<400>. 
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Met Ala Asn Lys Gly Pro Ser Tyr Gly Met Ser Arg 
1 5 10 



gaa gtg cag tec aaa ate gag aag aag tat gac gag gag ctg gag gag 159 
Glu Val. Gin Ser Lys lie Glu Lys Lys Tyr Asp Glu Glu Leu Glu Glu 
15 20 25 

egg ctg gtg gag tgg ate ata gtg cag tgt ggc cct gat gtg ggc cgc 207 
Arg Leu Val Glu Trp He He Val Gin Cys Gly Pro Asp Val Gly Arg 
30 35 40 



cca gac cgt ggg ccc ttg ggc ttc cag gtg tgg ctg aag aat ggc gtg 255 
Pro Asp Arg Gly Pro Leu Gly Phe Gin Val Trp Leu Lys Asn Gly Val 
45 50 55 60 

att ctg age aag ctg gtg aac age ctg tac cct gat ggc tec aag ccg 303 
He Leu Ser Lys Leu Val Asn Ser Leu Tyr Pro Asp Gly Ser Lys Pro 
65 70 75 



gtg aag gtg ccc gag aac cca ccc tec atg gtc ttc aag cag atg gag 
Val Lys Val Pro Glu Asn Pro Pro Ser Met Val Phe Lys Gin Met Glu 



351 
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80 85 90 

cag gtg get cag ttc ctg aag gcg get gag gac tct ggg gtc ate aag 399 
Gin Val Ala Gin Phe Leu Lys Ala Ala Glu Asp Ser Gly Val He Lys 
95 100 105 

act gac atg ttc cag act gtt gac etc ttt gaa ggc aaa gac atg gca 447 
Thr Asp Met Phe Gin Thr Val Asp Leu Phe Glu Gly Lys Asp Met Ala 
110 115 120 



gca gtg cag agg acc ctg atg get ttg ggc age ttg gca gtg ace aag 495 
Ala Val Gin Arg Thr Leu Met Ala Leu Gly Ser Leu Ala Val Thr Lys 
125 130 135 140 



aat gat ggg cac tac cgt gga gat ccc aac tgg ttt atg aag aaa gcg 543 
Asn Asp Gly His Tyr Arg Gly Asp Pro Asn Trp Phe Met Lys Lys Ala 
145 150 155 

cag gag cat aag agg gaa ttc aca gag age cag ctg cag gag gga aag 591 
Gin Glu His Lys Arg Glu Phe Thr Glu Ser Gin Leu Gin Glu Gly Lys 
160 165 170 
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cat gtc att ggc ctt cag atg ggc age aac aga ggg gec tec cag gee 639 
His Val He Gly Leu Gin Met Gly Ser Asn Arg Gly Ala Ser Gin Ala 
175 180 185 

ggc. atg aca ggc tac gga cga cct egg cag ate ate agt tagageggag 688 
Gly Met Thr Gly Tyr Gly Arg Pro Arg Gin He He Ser 
190 195 200 

agggctagee ctgagcccgg cgctccccca gctccttggc tgcagccatc ccgcttagcc 748 

tgcctcaccc acacccgtgt ggtaccttca gccctggcca agctttgagg ctctgtcact 808 

gagcaatggt aactgcacct gggcagctcc tccctgtgcc cccagcctca gcccaacttc 868 

ttacccgaaa gcatcactgc cttggcccct ccctcccggc ggcccccatc acctctactg 928 

tctcctccct gggctaagca ggggagaagc gggctggggg tagectggat gtgggcgaag 988 



tccactgtcc tecttggegg caaaagccca ttgaagaaga accagcccag cctgccccct 1048 
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atcttgtacc tggaatattt ttggggttgg aactctc 
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1085 



<210> 24 

<211> 201 

<212> PRT 

<213> Homo sapiens 

<400> 24 

Met Ala Asn Lys Gly Pro Ser Tyr Gly Met Ser Arg Glu Val Gin Ser 
1 5 10 15 

Lys He Glu Lys Lys Tyr Asp Glu Glu Leu Glu Glu Arg Leu Val Glu 
20 25 30 



Trp lie He Val Gin Cys Gly Pro Asp Val Gly Arg Pro Asp Arg Gly 
35 40 45 
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Pro Leu Gly Phe Gin Val Trp Leu Lys Asn Gly Val He Leu Ser Lys 
50 55 60 

Leu Val Asn Ser Leu Tyr Pro Asp Gly Ser Lys Pro Val Lys Val Pro 
65 70 75 80 

Glu Asn Pro Pro Ser Met Val Phe Lys Gin Met Glu Gin Val Ala Gin 
85 90 95 

Phe Leu Lys Ala Ala Glu Asp Ser Gly Val He Lys Thr Asp Met Phe 
100 105 110 



Gin Thr Val Asp Leu Phe Glu Gly Lys Asp Met Ala Ala Val Gin Arg 
115 120 125 
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Thr Leu Met Ala Leu Gly Ser Leu Ala Val Thr Lys Asn Asp Gly His 

130 135 140 

Tyr Arg Gly Asp Pro Asn Trp Phe Met Lys Lys Ala Gin Glu His Lys 
145 150 . 155 160 

Arg Glu Phe Thr Glu Ser Gin Leu Gin Glu Gly Lys His Val He Gly 
165 170 175 

Leu Gin Met Gly Ser Asn Arg Gly Ala Ser Gin Ala Gly Met Thr Gly 
180 185 - 190 

Tyr Gly Arg Pro Arg Gin He He Ser 
195 200 



<210> 25 
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<211> 30 

<212> DNA 

<213> Artificial 

<220> . 

<223> Oligonucleotide designed to act as primer for amplifying kiaalOOl 
gene transcript. 

<400> 25 

ggaacatctc tttgaattgt atttcttgta 30 

<210> 26 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying kiaalOOl 
gene transcript. 
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<400> 26 

agccacagcc aaaaaagact tt 22 



<210> 27 

<211> 32 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of kiaalOOl gene transcript. 

<400> 27 

ttacatactt agagagagac tcttttagcc ag 32 



<210> 28 

<211> 28 

<212> DNA 

<213> Artificial 
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<220> 

<223> Oligonucleotide designed to act as primer for amplifying asahl 
gene transcript. 

<400> 28 

accctaagga agttgctaac ttaaaaaa 28 

<210> 29 

<211> 29 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying asahl 
gene transcript. 



<400> 29 

tccacaagtc tttgacttgt ttatttact 



29 
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<210> 30 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of asahl gene transcript. 

<400> 30 

ctgcatccca cgttctgtta att 23 

<210> 31 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying mgc4171 
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gene transcript. 
<400> 31 

caggtggtct tttggtgcct ta 22 



<210> 32 

<211> 18 

<212> DNA 

<213> Artificial 



<220> 

<223> Oligonucleotide designed to act as primer for amplifying mgc4171 
gene transcript. 

<400> 32 

agtggctccc acgctgaa 1 
<210> 33 



<211> 24 
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<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of mgc4171 gene transcript. 

<400> 33 

tgaagagtcg gattttgaag cage 



<210> 34 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying lss 
gene transcript. 



<400> 34 
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gtccggtgtc tacttgagaa acag 24 



<210> 35 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying lss 
gene transcript. 

<400> 35 

agaccccagc aatgttttcc t 21 



<210> 36 

<211> 18 

<212> DNA 

<213> Artificial 
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<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of lss gene transcript. 

<400> 36 

cccaatggcg actggccg 18 



<210> 37 

<211> 21 

<212> DNA 

<213> Artificial 



<220> 

<223> Oligonucleotide designed to act as primer for amplifying nr0b2 
gene transcript. 



<400> 37 

cagcacttgg ctccttagga a 



21 
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<210> 38 
<211> 23 
<212> DNA 
<213> Artificial 

<220> 

<223> Oligonucleotide designed to act 
gene transcript. 

<400> 38 

actgtgtcca aaccaaggaa gtc 
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as primer for amplifying nr0b2 



23 



<210> 39 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of nr0b2 gene transcript. 
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<400> 39 

agctcttcac tcagccacac ccc 23 



<210> 40 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying fabpl 
gene transcript. 

<400> 40 

gagtttctcc ggcaagtacc aa 



<210> 41 
<211> 20 
<212> DNA 
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<213> Artificial 
<220> 

<223> Oligonucleotide designed to act as primer for amplifying fabpl 
gene transcript. 

<400> 41 

cagaccgatt gccttcatga 

<210> 42 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of fabpl gene transcript. 



<400> 42 

tgcagagcca ggaaaacttt gaagc 



25 
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<210> 43 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying hpn 
gene transcript. 

<400> 43 

gaaaccagat caagcccaag at 

<210> 44 

<211> 18 

<212> DNA 

<213> Artificial 

<220> 
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<223> Oligonucleotide designed to act as primer for amplifying hpn 
gene transcript. 

<400> 44 

ccctggcagg catcaatg 



<210> 45 

<211> 20 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of hpn gene transcript. 

<400> 45 

ttctgtgctg gctaccccga 



<210> 46 
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<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying serpina3 
gene transcript. 

<400> 46 

gaggagggca cagaagcatc t 21 

<210> 47 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying serpina3 
gene transcript. 
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<400> 47 

24 

ccttgtctcc actaatgcag aaag 



<210> 48 

<211> 24 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of serpina3 gene transcript. 

<400> 48 

tgccacagca gtcaaaatca ccct 



<210> 49 

<211> 20 

<212> DNA 

<213> Artificial 
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<220> 

<223> Oligonucleotide designed to act as primer for amplifying depp 
gene transcript. 



<400> 49 

90 

tgtggtggca ttgggagagt 



<210> 50 

<211> 25 

<212> DNA 

<213> Artificial 



<220> 

<223> Oligonucleotide designed to act as primer for amplifying depp 
gene transcript. 

<400> 50 

tggtagcact gagtggta'ca gattc 



WO 2005/052154 



152/158 



PCT/JP2004/017995 



<210> 51 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of depp gene transcript. 

<400> 51 

cccccatgat gagggccaag at 22 

<210> 52 

<211> 22 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying flj22362 
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153/158 

gene transcript, 
<400> 52 

22 

ggtaatgcca ctcccacaat ct 

<210> 53 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying flj22362 
gene transcript. 

<400> 53 

21 

ccttctggct ctgctcacag t 
<210> 54 



<211> 23. 
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<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of flj22362 gene transcript. 

<400> 54 

aggcctggta cccatcctct ttc 



<210> 55 

<211> 21 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying slc2a3 
gene transcript. 



<400> 55 
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155/158 

gcttgaaaag gtgaccttgc a 21 



<210> 56 

<211> 23 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying slc2a3 
gene transcript. 



<400> 56 

tgccttactg ccaacctact gtt 23 



<210> 57 

<211> 23 

<212> DNA 

<213> Artificial 
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<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of slc2a3 gene transcript. 

<400> 57 

tcatgtcaac tttctggctc etc 23 



<210> 58 

<211> 25 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying tagln 
gene transcript. 



<400> 58 

ga'gcataaga gggaattcac agaga 



25 
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<210> 59 
<211> 20 
<212> DNA 
<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as primer for amplifying tagln 
gene transcript. 

<400> 59 

ctgttgctgc ccatctgaag 



<210> 60 

<211> 27 

<212> DNA 

<213> Artificial 

<220> 

<223> Oligonucleotide designed to act as TaqMan probe for detecting 
amplification of tagln gene transcript. 
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158/158 



<400> 60 



agctgcagga gggaaagcat gtcattg 



27 
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